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or a physiologically acceptable salt thereof for the reduction efthe-risk in the level of iron burden
in the heart ef-heart-disease in heavily transfused patients having experiencing iron overload of
the heart, such-as—in-thalassemia-or-thelike—comprising—an-effective-amount-of-deferiprone—

physielogieally-acceptable—salt-thereef said therapeutic amount being sufficient to treat reduce

iron burden in the heart and the resulting iron induced cardiac disease aermally-asseciated-with
irop-overload,

11. (currently amended) A method of preventing the—sisk—of heart disease in heavily transfused
patients having risking iron overload of the heart, sueh-as-in-thalassemia-or-the-like-comprising the
administration of a therapeutically effective amount of deferiprone or a physiologically acceptable

salt thereof sufficient to treat prevent iron induced cardiac discase nermally-asseeiated-with-iren
overiead,

12. (currently amended) A method of stabilizing the—sisk—ef heart disease in heavily transfused
patients having iron overload, such-as-in-thalasseria—or-the-Jike-comprising the administration of a
therapeutically effective amount of deferiprone or a physiologically acceptable salt thereof sufficient

to treat iron burden in the heart normally associated with induced cardiac disease nermally
iated-with toad.

13. (currently amended) A method of reducing the-risk-ef the iron burden in the heart associated
with heart disease in heavily transfused patients having iron overload, such-as-in-thalassemia-or-the
like—comprising the administration of a therapeutically effective amount of deferiprone or a

physiologically acceptable salt thereof sufficient to treat reduce the iron burden of the heart
normally associated with iron induced cardiac disease rnormally-asseciated-with-iren-everload.

18. (currently amended) A pharmaceutical composition for iron induced cardiac disease
comprising a therapeutically effective amount of the iron chelator deferiprone or physiologically

acceptable salt thereof for the prevention, treatment, or reversal of heart disease in heavily
transfused patients having risking or experiencing an iron overload condition of the heart,

comprisHie -an-eHee S—ametit—oi—daeterproRe—ora-—pn oHO-EHeE aceeptable—salt—thereef said

therapeutic amount being sufficient to preferentially reduce the iron stores in the heart and in

eomparisen preference to the iron stores in less critical organs/tissue in the body.

22. (currently amended) A method of treating/preventingfor—eversing heart disease in a heavily
transfused patient having an iron overload condition of the heart comprising administering to the

patient a therapeutically effective amount of deferiprone, or a physiologically acceptable salt thereof
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in order to preferentially reduce the iron stores in the heart in eemparisen preference to less critical
organs/tissue in the body.

23. (currently amended) A method of treating/preventing/or—revessing heart disease in heavily
transfused patients having an iron overload condition of the heart comprising administering to the
patient a therapeutically effective amount of deferiprone or a physiologically acceptable salt thereof
to preferentially reduee chelate the iron stores in the heart in eemparisen preference to the iron
stores in less critical organs/tissue in the body.

24. (currently amended) A method of treating/preventing/or reversing heart disease in heavily
transfused patients having an iron overload condition of the heart comprising administering to the
patient a therapeutically effective amount of deferiprone or a physiologically acceptable salt thereof
to preferentially reduce the iron stores in the heart in eomparisen preference to the iron stores in less
critical organs/tissue in the body.

25, (currently amended) A method of treatment, prevention, or reversal of heart disease in a heavily
transfused patient having an iron overload condition of the heart comprising administering to the
patient a therapeutically effective amount of deferiprone or a physiologically acceptable salt thereof

for the direct preferential-reduction/removal of-iren—{forexample intracellular iron) stores in the

heart.

26. (currently amended) A method to prevent/treat/reverse the occurrence of iron-induced cardiac
disease in heavily transfused patients with an iron overload condition such-as-thalassemia-orthe
like, comprising administering to said patient a therapeutically effective amount of deferiprone or a
physiologically acceptable salt thereof, wherein deferiprone’s efficacy is cardio preferential when

compared with its ability to lower total iron stores in the body.

30. (currently amended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 fusrther

comprising-the wherein active-ingredient deferiprone or a physiologically acceptable salt thereof is
administered orally for preventing the risk of heart disease in patients having iron overload.

31. (currently amended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 further

comprising-the wherein eaective-ingredient deferiprone or a physiologically acceptable salt thereof is
administered orally for stabilizing the risk of heart disease in patients having iron overload.
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32. (currently amended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 fusther

comprising-the wherein active-ingredient deferiprone or a physiologically acceptable salt thereof is
administered orally for reducing the risk of heart disease in patients having iron overload.

33. (currently amended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 further

comprising-an-oral-dosage-form-of wherein deferiprone or a physiologically acceptable salt thereof
is present is an oral dosage form with other excipients.

35. (currently amended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 fusrther

comprising-daily wherein the administration frequency to the patient of an amount of deferiprone
or a physiologically acceptable salt thereof is daily and substantially in the range of up to 150mg#e

to-the-patient- per kilogram of body weight.

37. (currently amended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 fusrther

comprising wherein the administration frequency to the patient of a daily dosage amount of
deferiprone or a physiologically acceptable salt thereof is daily and substantially in the range of up

to 125 mgfleg-to-the-patient: per kilogram of body weight.

39. (currently amended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 farther

comprising wherein the administration frequency to the patient of a daily dosage amount of
deferiprone or a physiologically acceptable salt thercof is daily and substantially in the range of

25mgheg to 75mgheg-to-the-patient: per kilogram of body weight.

41. (original) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 wherein deferiprone is
administered in a manner selected from the group of intravenously, transdermally, rectally, orally,
bucally, or aurally.

43. (original) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 wherein deferiprone is
administered orally.

45. (currently amended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 wherein the

desage—form deferiprone or a physiologically acceptable salt thereof is in a sustained release
formulation.
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47. (original)  The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 wherein deferiprone has
a cardio preferred/selective function when compared to desferrioxamine or other alternative chelating

agents utilized in patients suffering iron overload.

49. (original)  The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 wherein deferiprone is

administered in addition to desferrioxamine.

51. (cancelled)

52. (cancelled)

53. (cancelled)

54. (cancelled)

55. (currently amended) The effeetive—therapeutic—ameunt composition of claims 8, 9, 10 and 18

ﬁmhef-eempﬂsmg wherein said comgusmon is administered to the patient daily administration-of
eef and substantially in the range of

up to 150mg#es-to-the-patient: per kilogram of body weight.

56. (currently amended) The effeetive—therapeutic—ameounnt composition of claims 8, 9, 10 and 18

Mher-eempﬂaﬁg—admm wherein said composition is administered to the patient
daily desage-amoun

the range of up to 125 mgfke-to-the-patient: per kilogram of body weight.

57. (currently amended) The effective—therapeutie—ameount composition of claims 8, 9, 10 and 18

Euﬁher—eempnﬂag—admusﬁaﬂen—ef—a wherein said composition is administered to the patient
daily desage-ameunt-e

the range of 25mgfkeg to 75mghcg-to-the-patient: per kilogram of body weight,

of and substantially in

58. (currently amended) The effective—therapeutic—ameount composition of claims 8, 9, 10 and 18
wherein deferiprone the composition is administered in a manner selected from the group of
intravenously, transdermally, rectally, orally, bucally, or aurally.

59. (cancelled)

sef and substantially in -
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60. (currently amended) The effeetive—therapeutic-ameunt composition of claims 8, 9, 10 and 18
wherein the desageform composition is in a sustained release formulation.

61. (currently amended) The effeetive—therapeutic—ameunt composition of claimS 8,9, 10 and 18
wherein deferiprone said composition has a cardio preferred/selective function when compared to

desferrioxamine or other alternative chelating agents utilized in patients suffering iron overload.

62. (currently amended) The effeetive-therapeutic—ameunnt composition of claims 8, 9, 10 and 18
wherein deferiprone the composition is administered in addition to desferrioxamine.
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REMARKS

The Examiner states that the Abstract of the disclosure is objected to because it does not
appear on a separate page without extraneous subject matter present. A revised abstract on a separate

page is attached to this response for the Examiner’s consideration.

Claims 1, 2, 8-13, 18, 25, 30-32, 33, 35, 37, 39, 45, 54, 55-59, 60 and 62 now stand rejected under 35
U.S.C. 112, second paragraph, as being indefinite for allegedly failing to particularly point out and

distinctly claim the subject matter which applicant regards as the invention.

These claims therefore have been revised consistent with the Examiner’s suggestions on pages 3 and

4 of his report and full reconsideration is requested.

With respect to claims 55, 56 and 57 applicants have amended these claims to more specifically
identify that the composition is administered in the specified amount per kilogram of body weight of
the patient. This approach further follows a well known convention present in the patent and peer
reviewed literatures, for example in Hoffbrand cited by the Examiner. Full reconsideration is

therefore requested.

Applicant will now provide the Examiner with further general discussion and perspective
information. In conditions of iron overload, such as those with the genetic blood disorder,
thalassemia major, patients develop iron-induced organ damage as a result of chronic and frequent
blood transfusions. Blood transfusions are necessary to sustain life because of the inability of the
body to maintain an adequate hemoglobin level due to its defective formation and rapid degradation.
However, the frequent blood transfusions (every 2-3 weeks), result in massive iron loading in the
body, with a non-homogeneous distribution of the iron among the tissues. Typically, the liver will
accumulate the most iron and various other organs, glands and other tissues much less. Animal
studies suggest that the ratio of liver iron to heart iron per gram of tissue is approximately 10:1. Yet,
the primary cause of death in patients with thalassemia is due to iron-induced heart disease, not liver

disease, with about 70% of the patients dying from iron-induced cardiac disease.

Deferoxamine was the first iron chelator to be approved for clinical use in conditions of iron

overload. The chronic use of deferoxamine resulted in a substantive decrease in the total body

burden of iron and a decrease in morbidity and a prolongation of life. The use of deferoxamine was
reported to facilitate not only the removal of iron from the body, but also the survival without iron-
induced cardiac disease (Olivieri NF, Nathan DG, MacMillan JH, et al. "Survival in medically
treated patients with homozygous -thalassemia", N Engl J Med 1994;331:574-578).
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One of the first well-described and detailed studies on the use of deferiprone in thalassemia patients,
spanning a period of several years, was published in the New England Journal of Medicine in April
1995 (Olivieri NF, et al "Iron-chelation therapy with oral deferiprone in patients with thalassemia
major", 332(14):918-22). The article reported deferiprone reduced the total body burden of iron, as

judged by liver iron concentrations and serum ferritin concentrations. The response of the patients

led the author to conclude (precise wording: Our data provide direct evidence of the efficacy of
deferiprone for the treatment of iron overload in patients with thalassemia major. Deferiprone
decreases body iron concentrations and maintains them at levels below those associated with the
complications of iron overload). Although the use of deferiprone seemed to be a promising

alternative to deferoxamine to lower total body burden of iron, there was no evidence of a unique

cardio protective effect. In fact, an accompanying editorial by Dr. David Nathan made it clear that,
while the data were encouraging, the lack of evidence that deferiprone had any ability to remove iron
from the heart and thus increase survival, raised questions as to its utility: “Not enough is known
about the pharmacologic properties of deferiprone. Will the low levels of drug that remain in the
plasma continue to chelate free iron and thereby protect heart-muscle membranes, or will the small
but highly toxic pool of free iron remain or return to high levels between doses to do its damage?
Over time, will the drug's ability to be absorbed prove to be a two-edged sword because it can also
permeate the cell membranes of vital organs such as the kidney, with toxic effects?” (Nathan D. G.
An orally active iron chelator. N.Engl.J.Med. 332 (14):953-954, 1995).

Subsequently, several articles appeared in the medical literature indicating that the use of deferiprone
was less effective than the use of the other iron chelator, deferoxamine, in removing iron from the
body. This was assessed primarily by liver iron concentrations and, in some cases, by serum ferritin

concentrations over time. Thus, it was expected that, on the basis of the ability to reduce the iron

body burden alone, one would reasonably predict lesser benefit from deferiprone in terms of survival

related to iron-induced cardiac disease. That is, if any potential cardio-protective effect was solely
related to the ability of an iron chelator to remove iron from the body, as was understood to be the
case for deferoxamine, then deferiprone should have less effect than deferoxamine as a cardio-

protectant.

In 1998 (Olivieri N. F., Butany J., Templeton D. M., and Brittenham G. M. Cardiac Failure and
Mpyocardial Fibrosis in a patient with Thallassemia Major (TM) Treated with Long-Tem
Deferiprone. Blood 1998; 92:532a. ) this same author published a report at the annual meeting of
ASH, that she believed deferiprone had been responsible for the decline in the cardiac function of a
patient and that this decline was associated with myocardial fibrosis as well. Clearly, the only

evidence that had been in the literature at that time, suggesting, if at all, that there might be some
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benefit of deferiprone affecting the heart, was clearly rejected by the very person who published that

information and in 1998 she had come to the conclusion that the opposite was the case.

The data that provided the evidence of the preferential cardio-protection of deferiprone was the work
that Applicant conducted in Torino, which formed the basis for this application, to evaluate the
response of all patients in the same center treated by the same clinical team in the same manner with
the exception that some patients received deferiprone and some deferoxamine. That study revealed
that there was a preferential effect in the deferiprone-treated patients in protecting the heart, both
from iron-induced cardiac disease as well as survival, that could not be explained by the removal of

iron from the body alone. That is, the patients receiving deferiprone did not excrete more iron from
the body than did patients receiving deferoxamine, yet clearly there was a preferential cardiac benefit

in deferiprone-treated patients. These data clearly demonstrate that there was a direct benefit to the
heart obtained from using deferiprone that was not simply due to the removal of iron from the body,

and was not predictable based on the potency of deferiprone compared to deferoxamine.

It has been reported that increased iron overload results in an increase in iron-induced cardiac
damage. It has also been reported that the removal of iron from the body is likely to decrease that
risk. Thus one reasonably should conclude that an iron chelating agent which induces a greater
elimination of iron from the body, should also exhibit a greater decline in the risk of iron-induced
cardiac damage. That, however, is not the case with deferiprone. The decline in body iron burden

with this drug compared to deferoxamine, as evidenced by changes in liver iron concentrations, the

most extensive site of iron storage in the body, would predict that deferoxamine would have had a

greater cardio-protective effect than deferiprone. Since these data from the Torino study demonstrate

exactly the opposite effect, one can only conclude there is a preferential effect of deferiprone, not
predicted by the removal of iron from the body alone. Thus the discavery is unpredicted from the

literature.

Claims 8, 9, 10, 18, 51-59 now stand rejected under 35 U.S.C. 102(b) as being allegedly anticipated
by any one of Olivieri et al., Hoffbrand et al. (Examiner cit. Ref. “U”) or Hoffbrand et al. (Examiner
cit. Ref. “V”") who each purport to teach as alleged by the Examiner, an effective therapeutic amount
of deferiprone at a dosage of 75mg/kg/day.

Claims 1, 2, 8-13, 18, 22-26, 30-33, 35, 37, 39, 41, 43, 45, 47, 49 and 51-62 now stand rejected under
35 U.S.C. 103(a) as being allegedly unpatentable over Lai (US Patent No. 5,922,761) who purports to
teach methods for the reduction of free iron levels in a subject in which a dithiocarbamate containing

composition iron chelator is administered, but not deferiprone.
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Before commencing any rebuttal with reference to any alleged prior art issues the Examiner is
respectfully directed towards the following exerpted case law from which Applicant will draw
liberally.

ANTICIPATION

The following excerpts of U.S. case law represent Applicant's understanding of the test for novelty

and obviousness.

In Hybritech Inc. v. Monoclonal Antibodies, Inc., 802 F.2d 1367, 231 U.S.P.Q. 81, 90 (Fed. Cir.
1986) ("It is axiomatic that for prior art to anticipate under § 102 it has to meet every element of the

claimed invention, and that such a determination is one of fact.").

In re Donohue, 766 F.2d 531, 226 U.S.P.Q. 619, 621 (Fed. Cir. 1985) ("an anticipation rejection
requires a showing that each limitation of a claim must be found in a single reference, practice, or

device,").

In Atlas Powder Co. v. E.I. du Pont De Nemours & Co., 750 F.2d 1569, 1574, 224 U.S.P.Q. 209, 411

(Fed. Cir. 1984) ("exclusion of a claimed element from a prior art reference is enough to negate

anticipation by that reference").

In Tights, Inc. v. Acme-McCrary Corp., 541, F.2d 1047, 191 U.S.P.Q. 305 (4th Cir. 1976); Saf-Gard
Prods., Inc. v. Service Parts, Inc., 532 F.2d 1266, 190 U.S.P.Q. 455 (9th Cir. 1976); Shanklin Corp. v.
Springfield Photo Mount Co., 521 F.2d 609, 187 U.S.P.Q. 129 (1st Cir. 1975) ("To anticipate under

section 102, a prior art reference must disclose all the elements of the claimed invention or their

equivalents functioning in essentially the same way.").

In re Beno (1985) 768 F.2d 1340, 226 U.S.P.Q. 683 (Fed. Cir. 1985) a prior art patent or published

application is a reference only for that which it teaches.

In re Sun, 31 USPQ 2d 1451, 1453 (Fed. Cir. 1993) (unpublished)

Under section 102(b), anticipation requires that the prior art reference disclose, either expressly or

under the principles of inherency, every limitation of the claim. . . .
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But to be prior art under section 102(b), a reference must be enabling. . . . That is, it must put the
claimed invention in the hand of one skilled in the art. . . . The examiner bears the burden of
presenting at least a prima facie case of anticipation.

Helifix Ltd. v. Blok-Lok, Ltd., 54 USPQ 2d 1299, 1304 (Fed. Cir. 2000)

"[E]ven if the claimed invention is disclosed in a printed publication, that disclosure will not suffice
as prior art if it was not enabling." Donohoe, 766 F.2d at 533, 226 USPQ at 621.

In re Wilder, 166 USPQ 545, 548 (C.C.P.A. 1970)

Simply stated, a prior publication or patent description will be considered as anticipatory when its
disclosure is at once specific and enabling with regard to the particular subject matter at issue. . . .
However, such disclosure may yet be held not to legally anticipate the claimed subject matter if it is
found not to be sufficiently enabling, in other words, if it does not place the subject matter of the

claims within “the possession of the public.”

Ciba-Geigy Corp. v. Alza Corp., 37 USPQ 2d 1337, 1341 n.3 (Fed. Cir. 1995) (unpublished)

An anticipatory reference must be enabling, see Akzo N.V. v. United States Int'l Trade Comm'n, 808
F.2d 1471, 1479, 1 U.S.P.Q.2D (BNA) 1241, 1245 (Fed. Cir. 1986), cert. denied, 482 U.S. 909, 96 L.
Ed. 2d 382, 107 S. Ct. 2490 (1987), so as to place one of ordinary skill in possession of the claimed
invention. /n re Spada, 911 F.2d 705, 708, 15 U.S.P.Q.2D (BNA) 1655, 1657 (Fed. Cir. 1990); see
Seymour v. Osborne, 78 U.S. 516, 555, 20 L. Ed. 33 (1870) ("The knowledge supposed to be derived
from the publication must be sufficient to enable those skilled in the art or science to understand the

nature and operation of the invention.").

OBVIOUSNESS

The traditional test enunciated in Graham vs. John Deere Company 383 U.S. 1, 148 U.S.P.Q. 459

1966, for Section 103 nonobviousness requires the fact finder to make several determinations. The

test provides that the scope and content of the prior art be determined, the differences between the
prior art and the claims at issue be ascertained, and the level of ordinary skill in the pertinent art be
resolved. Thus, the patentability of the claims at hand must stem from the fact that the specific
combination of the claimed elements was not disclosed in the prior art and the additional allegation

that the specific combination of claimed elements was nonobvious to one of ordinary skill in the art.
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Clearly, the prior art does not suggest or provide any reason or motivation to make such a
modification as purported by the Examiner. With reference to In Re: Regal, 526 F. 2d 1399, 1403 n.
6, 188 USPQ 136, 139 n. 6 (CCPA 1975).

"There must be some logical reason apparent from positive, concrete evidence of

record which justifies a combination of primary and secondary references".

In Re: Geiger, 815 F. 2d 686, 688, 2 USPQ 2d 1276, 1278 (Fed. Cir. 1987) (obviousness can not be
established by combining pieces of prior art absence some "teachings, suggestion, or incentive
supporting the combination"): In Re: Cho. 813 F. 2d 378, 382, 1 USPQ 2d 1662, 1664 (Fed. Cir.
1987)("discussing the Board's holding that the artisan would have been motivated to combine the

references").

Therefore, it Applicant's view there is no evidence of motivation in the prior art, either within the
references themselves, or knowledge generally available to one of ordinary skill in the art, to make

the purported changes suggested by the Examiner to arrive at the claimed subject matter.

Respectfully, the Examiner is creating a 20/20 hindsight reconstruction using Applicant's invention
as a blue print to allegedly find elements of Applicant's combination in the prior art. This is not

permissible as set out below.

In re Oetiker, 24 USPQ 2d 1443, 1446 (Fed. Cir. 1992)

The combination of elements from non-analogous sources, in a manner that reconstructs the
applicant's invention only with the benefit of hindsight, is insufficient to present a prima facie case of
obviousness. There must be some reason, suggestion, or motivation found in the prior art
whereby a person of ordinary skill in the field of the invention would make the combination.

(emphasis added)That knowledge can not come from the applicant's invention itself.

ATD Corporation v. Lydall, Inc., 48 USPQ 2d 1321, 1329 (Fed. Cir. 1998)

Determination of obviousness can not be based on the hindsight combination of components
selectively culled from the prior art to fit the parameters of the patented invention. There must be a
teaching or suggestion within the prior art, or within the general knowledge of a person of
ordinary skill in the field of the invention, to look to particular sources of information, to select
particular elements, and to combine them in the way they were combined by the inventor.
(emphasis added)
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In Re: Fritch, 23 U.S.P.Q. 2d 1780 (Fed. Cir. 1992)

“Wilson and Hendrix fail to suggest any motivation for, or desirability of, the changes espoused by
the Examiner and endorsed by the Board. Here, the Examiner relied upon hindsight to arrive at the
determination of obviousness. It is impermissible to use the claimed invention as an instruction
manual or “template” to piece together the teachings of the prior art so that the claimed
invention is rendered obvious (emphasis added). The court has previously stated that “[o]ne cannot
use hindsight reconstruction to pick and choose among isolated disclosures in the prior art to

deprecate the claimed invention.”

Applicant’s will now address the anticipation rejections by reviewing the alleged prior art documents
and specifically what each of Olivieri, Hoffbrand (Ref. “U”) or Hoffbrand (Ref. “V”) teach.

Referring to Olivieri, document U or document V, the Examiner respectively is advised that reaching
general conclusions to support an alleged position of anticipation is insufficient when the overall

teachings of the document are clear, and sadly lacking.

Reference is now made to Olivieri, et al "Reduction of tissue iron stores and normalization of serum
Serritin during treatment with the oral iron chelator deferiprone in thalassemia intermedia”, 1992 in
Blood, Vol. 79. The Examiner is not, respectfully, looking at the overall teachings thereof. The
reference makes some general comments with regard to slight improvements over a nine month
period in a patient with thalassemia intermedia, and on page 2744 at the bottom thereof, there is
discussion that before L1 therapy there was an abnormal resting electrocardiogram and the various
heart functions, and then after nine months of L1 therapy a comparison was made to those rates. Itis
stated that the abnormalities of the right ventricular dilatation and abnormalities in diastolic function
did not change during L1 therapy except for a slight improvement in atrial contribution. This
reference therefore suggests that it would be worthwhile to pursue, in spite of the complications
inferred in the paper, the warranted use of L1 as a therapeutic option in patients with thalassemia
intermedia having iron over-load. There is only discussion of mild improvement in the heart
performance, but there is no discussion of the unexpected advantages pointed out in Applicant's

disclosure that deferiprone is 4 times more effective than deferoxamine in managing cardiac
problems in patients with thalassemia. Please note that the author of this reference in further study as

supported in the prior discussion in, the reference from 1998 to Olivieri, et al changed her position
with respect to the efficacy of deferiprone, in that it "May not provide adequate sustained control of

body iron in a substantial proportion of Cooley's anemia patients."
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The question therefore remains, what therefore would be the state of the art; the submissions in 1992

reference or those in the 1998 reference by the same leading author.

Referring again to Olivieni it is clear that Olivieri particularly refers to a reduction in tissue iron
stores and normalization of serum ferritin concentrations. The reference teaches that there was a
dramatic improvement in signal intensity of the liver with respect to MRI results but only mild
improvement for the heart. The report therefore provides “the first report of normalization of serum
ferritin concentration in parallel with demonstrated reduction in tissue iron stores as a result of

treatment with L1”. Clearly Olivieri refers to a reduction in tissue or body iron in serum ferritin

levels and specifically the liver for only one individual and yet pointing to only mild improvement
for the heart.

Referring now to document “U” namely Hoffbrand, 1997, clearly the Examiner has read more into
the teachings of Hoffbrand than that which is present. The Examiner erroneously assumes that
reducing body iron stores generally will reduce those in the heart. Hoffbrand clearly states that
deferiprone is capable of maintaining body iron stores at safe levels and that trials had been

conducted to increase the dosages of deferiprone in order to achieve lower body iron burden in these

patients. Clearly therefore Hoffbrand in 1997 did not appreciate the fact that deferiprone in fact
would not necessarily decrease body iron burden in patients and even if it did there was no
expectation that this might in fact relate to significant improvement in cardiac iron burden. In fact in
document “U” Hoffbrand concludes that patients with cardiomyopathy due to iron overload should
be given intravenous DFX rather than deferiprone. Hoffbrand therefore clearly points towards
desferroxamine as opposed to deferiprone in the teachings of document “U” for patients experiencing

cardiac problems.

Referring now to document “V” also to Hoffbrand, again there is a discussion referring to total iron
loading in the body. Hoffbrand focuses on the serum ferritin levels and concludes that there is no
overall significant change therein or in urine iron excretion. Hoffbrand therefore says that the results
therefore imply that there is no overall change in iron stores with respect to the iron chelator
deferiprone. He however makes no conclusion with respect to the heart in this regard but merely

states that the iron status is maintained.

Neither reference “U” or “V” therefore can be considered as anticipating the present claim set since
Hoffbrand does not even consider the impact on the heart nor the cardio selective and preferred and

protective effects of deferiprone. He does not even recognize this fact although he considers body

iron is maintained. No where within either reference nor in Olivieri is there discussed the fact that in

spite of the fact that serum ferritin levels may not have changed, or that the overall body iron has
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changed nor that serum ferritin levels might have been maintained, nor the urinary iron excretion is
significantly different, that deferiprone works in a different way than desferroxamine and that these
body iron level indicators do not impact upon the cardio preferential action of deferiprone as

Applicant has discovered.

In order for a reference to anticipate it has to meet each and every element of the amended claims
that is say each limitation of the claim must be found in a single reference and functioning in

essentially the same way.

Clearly however none of Olivieri, Hoffbrand (Ref. “U”) or Hoffbrand (Ref. “V”) are enabling with
respect to any anticipation rejection purported by the Examiner in that they do not teach the

following:

8. A pharmaceutical composition for iron induced cardiac disease comprising an
effective therapeutic amount of the orally administered iron chelator deferiprone or a
physiologically acceptable salt thereof for the prevention of heart disease in heavily
transfused patients risking an iron overload condition of the heart, said therapeutic amount
being sufficient to prevent further iron accumulation in the heart associated with iron

induced cardiac disease.

It is therefore suggested that none of the references refer to the therapeutic value of deferiprone with
respect to preventing iron accumulation and further iron accumulation in the heart associated with
iron induced cardiac disease. The limitations of for example, claim 8 as stated above are not found in
any of the references of Olivieri, Hoffbrand (Ref. “U”) or Hoffbrand (Ref. “V”). None of the

references teach this specific combination related to an iron overload condition of the heart.

Out of an abundance of caution should the Examiner allege that documents of Olivieri, Hoffbrand
(Ref. “U™) or Hoffbrand (Ref. “V™) might render the claims obvious to those skilled in the art
applicant suggests that there is no motivation within the teachings of any of the above-mentioned
three references to arrive at Applicant’s claim 8 as above or any of the other rejected claims as
amended above and provided in Applicant’s response. The claims have sufficiently been amended
namely claims 8, 9, 10, 18, and 51-59 so as to clearly distinguish over the prior art and any possible

obviousness rejection the Examiner might make.

Referring to the traditional test in Graham v. John Deere Company for obviousness Applicant has
determined the scope and content of the prior art and provided and set out the differences between

the prior art and the claims at issue. The clear conclusion following this case therefore is that the
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claims are patentable which stems from the fact that the specific combination of the claimed elements
was not disclosed in either of Hoffbrand, Olivieri namely Hoffbrand (Ref. “U” or “V”) and that the
specific combination was nonobvious. Clearly there is no motivation from the art to arrive at
Applicant’s teachings set out in the amended claims set out above. Clearly the references do not
teach Applicant’s claims nor were the claims apparent to one skilled in the art when considering the

state of the art at the date prior to Applicant’s discovery.

Referring now to the Examiner’s alleged 35 U.S.C. 103(a) rejections for the above-mentioned claim
set over Lai (US Patent 5,922,761) respectfully Applicant fails to see the relevance of said ‘761
Patent referring to dithiocarbamate as a chelating agent. Clearly the Examiner has realized the

difference as stated that Lai does not teach deferiprone compositions. However the Examiner states

- that a skilled person would consider this difference obvious and refers to the teaching of specifically
column 3, line 24-34 of the ‘761 reference found in the background of the invention. At this
particular point in the reference it is stated that:

aud refated compaunds are orally available iron chelators,
sbowing promise in improving the quality of life in patients
with thalassemia (see, for example, Olivieri et al, in Drugs
Today 28(Supp), A): 123-132(1992)) and cheumatoid arthr-
tis (see, for example, Vrengdenhil et al., in Lencet 2:1308-9
(1989)). However, the major side cffects of L1 herapy
inchide myelosuppression, fatigue, sol maternal, embryo
and teratogenic toXicily, which severely limits the potcatial
clisical applications hereof (sce, for example,
Kontoghiosghes, in /s, J. Hematol, 3527-38 (1992}&

 Receatly, ICRE-187 has been demonsteated to be effects

Clearly the Examiner has misread the reference in trying to state that the use of dithiocarbamate
based formulations and deferiprone are interchangeable. Clearly this is not the case from the ‘761
Patent at all and specifically Lai has stated that there is a need in the art for a new class of iron
chelators that is capable of removing free iron ions from body fluids without effecting the normal
cellular iron metabolism. Lai states that one normally supplements zinc in patients chelated with
deferiprone.  However no demonstrated understanding of the cardioprotective benefits of
dithiocarbamate is taught in order to protect the heart. Most assuredly, this being the case, there is no

motivation to use deferiprone in this regard from the teaching of Lai. Clearly therefore Lai does not

even understand Applicant’s invention or discovery with respect to the cardio preferential action of

deferiprone. This teaching is not found within Lai nor within any of the other prior art of which
Applicant is aware. Although one skilled in the art might be motivated to consider use of deferiprone

as an iron chelator (with no admission that this is the case) as Lai has suggested it in the background

Taro Pharmaceuticals, Ltd.

236 of 435

Exhibit 1004



-19-

of his invention, they clearly would not understand the cardio preferential value of deferiprone for a
heavily transfused patient, such as those suffering from thalassemia. Further there is no motivation
within the references cited by the Examiner that teaches the use of desferroxamine and deferiprone

together nor deferiprone in a sustained release formulation.

Respectfully the Examiner is creating a 20/20 hindsight reconstruction using Applicant’s invention as
a blueprint to allegedly find Applicant’s elements in the prior art which is not permissible. See in re

Oetiker and ATD Corporation v. Lydall, Inc.

Clearly therefore as set out below in claim 1:

A method of treating iron induced cardiac disease in a heavily transfused patient
experiencing an iron overload condition of the heart, said method comprising
administering to the heavily transfused patient a therapeutically effective amount of
deferiprone or a physiologically acceptable salt thereof sufficient to stabilize/reduce/iron
accumulation in the heart resulting from being heavily transfused and preventing further

iron accumulation in the heart normally associated with iron induced cardiac disease.

nothing within Lai teaches the above-mentioned method. There is no motivation in Lai to do so nor
would it be apparent to one skilled in the art. One skilled in the art in reading Lai would have to take

a gigantic leap to arrive at Applicant’s amended claim set.
Full reconsideration is respectfully requested.

Ho;r.rever, referring to the present disclosure, Applicant has clearly statistically verified the
unexpected and surprisingly profound discovery contrary to the references cited by the Examiner
which may be considered as only helpful that deferiprone in spite of varying serum ferretin levels has
a cardio selective and preferred chelating function when compared to desferroxamine in spite of the

lack of significant differences between the two chelators in a reduction in overall iron excretion.

Deferiprone appears to have a preferred or preferential effect on the heart than other organs and
overall body iron. This has been definitively proven in the clinical study within the present patent
application. Although the prior literature does suggest that both desferroxamine and deferiprone
eliminate iron from the body, it is clear from the comparison with desferroxamine in the present
application in the clinical studies that DFO's effect on the heart is secondary compared to the overall

body, the liver, and possibly the blood. The data reveals that iron induced heart disease occurs even

in patients who are compliant with desferroxamine and even for those who do not have high levels of

total body iron as assessed by serum ferretin or liver iron concentrations. It has thus become evident
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that lowering of the total body iron alone is insufficient to protect against iron induced heart damage.

Applicant had listed many references in its extensive list of references 1 through 62 in the
background of the invention and stated that there are more than 250 articles in the peer reviewed
literature which refer to deferiprone, and 48 of which present data on the use of deferiprone in
patients with iron overload. However, in Applicant's opinion there is no literature that demonstrates
that deferiprone has a greater cardio protective effect than desferroxamine or that it might have

activity beyond its general ability to reduce the total body iron load, and benefit to heart function.

Applicant's have discovered that the administration of effective amounts of deferiprone results in
patients being at less risk of developing cardiac disease than a patient treated with desferroxamine.
Deferiprone preferentially reduces the iron stores in the heart in comparison to the iron stores in less
critical organ/tissue in the body. Deferiprone's efficacy is cardio preferential when compared with its

ability to lower total iron stores in the body.

Applicant has proven statistically the unexpected result discussed above that deferiprone can remove
iron from the iron overloaded heart to a greater extent than what would be expected from the clinical

studies conducted.

This specification teaches an even greater protective effect than could be expected from overall body

iron reduction alone. Clearly, there is no _discussion in the prior literature with regard to the

preference of deferiprone to the iron stores in the heart as set out in many of the claims with

Applicant's claim set.

Clearly, therefore the afore-mentioned references do not anticipate nor render obvious any of claims
1 through 62 in spite of the Examiner's incorrect assertions. Applicant's results are contrary to the

conclusion in the art. They are unexpected and surprisingly contrary to the art.

1f the Examiner has any questions, he is requested to contact Neil H. Hughes at (905) 771-6414 at his

convenience.

Respectfully submitfe:

Neil H. H

Registrati 0. 33,636
Agent for the Applicant
NHH/lvp

Enclosures
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ABSTRACT

A method of treating iron induced cardiac disease in a patient with iron overload,
such as in thalassemia or the like comprising administering to the patient a
therapeutically effective amount of deferiprone or a physiologically acceptable salt
thereof sufficient to treat iron induced cardiac disease normally associated with iron

overload.
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IN THE UNITED STATES PATENT OFFICE C-q:e""-)
2
te application of  : Apotex Inc.
Serial No. 3 10/311,814 Our Ref. : PC-1834033
Group Art Unit : 1614 [CUSTOMER NO. 23607|
Filed : April 4, 2004 Examiner : Raymond J. Henley III
For : A New Use for Deferiprone

REQUEST FOR EXTENSION OF TIME
IN RESPONSE TO OFFICE ACTION

The Honorable Commissioner of Patents
UNITED STATES PATENT OFFICE
220 20™ Street S.

Crystal Plaza Two, Lobby, Room 1B03
Arlington, Virginia 22202

Dear Sir:

It is respectfully requested that the time for filing a response to the Office
Action of February 17, 2004, now set to expire May 17, 2004, be extended for three
months, to and including August 17, 2004,

Applicant encloses a cheque in the amount of $950.00 US for payment of
the three-month extension of time fee for a large entity. If there is any deficiency or
surplusage of the fees enclosed, please obtain any such deficiency from or credit the
surplusage to Deposit Account No. 08-3255 and advise Applicant's Agent.

! Respectfully submitted,

/0L 7

ei Hu es P.Eng.
tration No. 33,636
Agent for Applicant
08/02/2004 SSITHIBI 00000098 10311814 175 Commerce Valley Dri
01 FC:1253 950,00 0P Suite 200
Thornhill, ON L3T 7P6

July 28, 2004
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N
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UNITED STATES PATENT AND TRADEMARK OFFICE

UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Addrese COMMISSIONER FOR PATENTS

PO, Brx 1450

Alexandrin, Virpinia 223131450
W, s plo, oy

APPLICATION NU T PILING 1A L FIRST NAMED INVENTOR I ATTORNEY DOCKF.‘I'NG._l CONFIRMATION NO. [
10/311,814 04104 20008 Michuel Spino PC- 1834033 2281
23607 7591 0812 2001 | EXAMINER _l
IVOR M. HUGHES, BARRISTER & SOLICITOR, HENLEY 111, RAYMOND J
PATENT & TRADEMARK AGENTS :
175 COMMERCE VALLEY DRIVE WEST [ ART UNIT | paperNUMBER |
SUITE 200 1614
THORNHILL, ON L3T 7P6 .
CANADA DATE MATLED:; 08/13/2004

Please find below and/or attached an Office communication concerning this application or proceeding.

PTO-90C (Rev. 10/03)
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UNITED STATES PATENT AND TRADEMARK OFFICE

CoMMISSIONER FOR PATENTS

UNITED STATES PATENT AND TRADEMARK OFFICE
F.C. Box l4s0

ALEXANDRIA, VA 223 2-| 450

www.usplo.goy

Paper No.
Notice of Non-Compliant Amendment (37 CFR 1.121)

The amendment document filed on 2" 307U Y is considered non-compliant because it has failed to meet the requirements of
37 CFR 1.121, as amended on June 30, 2003 (see 68 Fed. Reg. 38611, Jun. 30, 2003). In order for the amendment document to
be compliant, correction of the following item(s) is required. Only the corrected section of the non-compliant amendment
document must be resubmitted (in its entirety), e.g, the entire “Amendments to the claims” section of applicant’s
amendment document must be re-submitted. 37 CFR 1.121(h).

THE FOLLOWING CHECKED (X) ITEM(S) CAUSE THE AMENDMENT DOCUMENT TO BE NON-COMPLIANT:
O 1. Amendments to the specification:

O A. Amended paragraph(s) do not include markings.

O B. New paragraph(s) should not be underlined,

| C. Other

O 2. Abstract:
O A.'Not presented on a separate sheet. 37 CFR 1.72.
O B. Other

3. Amendments to the drawings;

O
@ 4, jkmcndments to the claims:

A. A complete listing of all of the claims is not present.
B. The listing of claims does not include the text of all claims (including withdrawn claims)

O C. Each claim has not been provided with the proper status identifier, and as such, the individual status of each
claim cannot be identified.

O D. The claims of this amendment paper have not been presented in ascending numerical order,

O E. Other:

For further explanation of the amendment format required by 37 CFR 1.121, see MPEP Sec. 714 and the USPTO website at
http://www.uspto, zovfweb!ofﬁcegpac;‘dap_p_.-"og]a!pr_ecgﬂouce}oﬁiceﬂxer pdf .

If the non-compliant amendment is a PRELMINARY AMENDMENT, applicant is given ONE MONTH from the mail date of
this letter to supply the corrected section which complies with 37 CFR 1.121. Failure to comply with 37 CFR 1.121 will result in
non-entry of the preliminary amendment and examination on the merits will commence without consideration of the proposed
changes in the preliminary amendment(s). This notice is not an action under 35 U.S.C. 132, and this ONE MONTH time limit
is not extendable.

If the non-compliant amendment is a reply to a NON-FINAL OFFICE ACTION (including a submission for an RCE), and
since the amendment appears to be a bona fide attempt to.be a reply (37 CFR 1.135(c)), applicant is given a TIME PERIOD of
ONE MONTH from the mailing of this notice within which to re-submit the corrected section which complies with 37 CFR 1.121
in order to avoid abandonment. EXTENSIONS OF THIS TIME PERIOD ARE AVAILABLE UNDER 37 CFR 1.136(a).

If the amendment is a reply to a FINAL REJECTION, this form may be an attachment to an Advisory Action. The period for
response to a final rejection continues to run from the date set in the final rejection, and is not affected by the non-compliant
status of the amendmant

¥ 5 £ . Vs ) By G
( , / T, 5 7/~ R 73 -2827

Legal Instruments Examiner (LIE) Telephone No,

Rev, 10/03
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AUG-23-04 16:51  From:IVOR M. HUGHES BARR&SOL. 8057716420 T=154 P.01 Job-383

IN THE UNITEDSTATES PATENT OFFICE

Patent Application Serial No.: 10/311,814 Our Ref: PC-1834033
[CUSTOMER NO. 23607

Applicants: Apotex Inc, Agent:  Neil H. Hughes, P. Eng.
¢/o Ivor M. Hughes
Bamister & Solicitor
Patent & Trade Mark Agents
Suite 200,
175 Cammerce Valley Dr. W.
Thornhill, Ontario.
L3T 7P6, CANADA

Title: A NEW USE FOR DEFERIPRONE

Inventors: Michael Spino and Antornio Piga

Examiner: Raymand J. Henley III

Group Art Unit: 1614 Duc Date: September {3, 2004

No. of Pages including this sheet: @
DELIVERED TO FACSIMILE NO. (703) 872-9306
August 23, 2004

Commissioner of Patents

U.S. Patent and Trademark Office

220 20™ Street S.

Crystal Plaza Two, 1.obby, Room 1B03

Arlington, VA 22202

Attention: Ms, Coralia Betancourt
Legal Instruments Examiner (LIE)

Dear Ms. Betancourt:

CERTIFICATION OF FACSIMILE TRANSMISSION

1 hereby certify that this paper:

1) Letter to Commussioner of Patents dated August 23, 2004

2) Copy of Notice of Non-Compliant Amendment dated August 13, 2004

3) A complete listing of all claims included in Response filed on July 30, 2004

is being facsimile transmitted to the United States Patent Office Facsimile
No. (703) 872-9306 on the date shown below.
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AUG-23-04 16:51 From:IVOR M. HUGHES BARR&SOL. 9057716420 T-154 P.02 Job=383

o Barristers & Solicitors
. Ivor M. Hughes N e
Barrister & Solicitor ReCEIVED Mark Ng
Patent & Trade Mark Agents CENTRAL FAX CENTER NelH ﬁ?fﬁ.’: PR
Canuda, United States - Marcelo K. Sarkis, P.Eng.
AUG 2 3 2004 Wen. Kitt Sirclen
Our Ref.: PC-1834033 OFFICIAL
August 23, 2004
VI_A FACSIMILE 703-872-9306

The Commissioner of Patents
UNITED STATES PATENT OFFICE
220 20th Street S.

Crystal Flaza Two, Lobby, Room 1B03
Arlington, Virginia 22202

Attention: Ma. Coralia Betancourt
Legal Instruments Examiner (LIE)

Dear Ms. Betancourt:

Re:  United States Patent Application Serial No. 10/311,814
of Apotex Inc. .
for A NEW USE FOR DEFERIPONE
Inventors: Michael Spino and Antonio Piga
Examiner: Raymond J. Henley III
Customer No. 23607
Due Date: September 13, 2004

Further to the Notice of Non-Compliant Amendment (37 CFR 1.121) dated August 13, 2004, a
copy of which is enclosed herewith, Applicant encloses a complete listing of all claims included
in the Response to Official Action of February 17, 2004 filed with the United States Patent Office
on July 30, 2004.

Neil H. Hudghes{P.Eng.
Registration No. 33,636
Agent for Applicant

NHH/Ivp
Enclosure

175 Commerce Valley Dr. W.. Suite 200, Thomhill, Ontario, Cenada L3T 7P6  Phone: 905 771-6414 Fax: 903 771-6420
wehsite: wunw.ivormhughes.com  email: mail@ivormhughes.com
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AUG-ZS-M 16:52  From:IVOR M. HUGHES BARR&SOL. 9057716420 T=154 P.03/10 Job-393
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UNITED STATES PATENT AND TRADEMARK OFFICE

#iéam BTMENT OF ERCKE
m tent a:d Tradem: mnzu

Maut M “"IONSR FOR PA
Nundm. Virginia 33313.1480
W N gov

[ weeanensa | e oo | TIRST NAMELD INVENTOR | Avronnev DockeTND, | CoNPIRMATION NO. ]
10311 404 04 04 2001 Michacel Spino PC-1834033 2281
23407 T4 HEIY 2 [ EXAMINER 1
IVOR M. HUGHES, BARRISTER & SOLICITOR, HERLEY 1II, RAYMOND §
PATENT & TRADEMARK AGENTS o
175 COMMERCE VALLEY DRIVE WFST I ART UNIT | PaPERNUMBER |
SUITE 200 1814
Igﬁﬁgﬂl LL, ON LVT PG DATE MAITLED; 08/13/2004

AR ?32004

. IVOR M. HUGHES |

§
Please find below and/or attached an Office communication concerning this application or proceeding.

PTO-90C (Rev, 10/03)
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AUG-23-04 16:52 From:|VOR M. HUGHES BARR&SOL. 9057716420 T-154 P.04/10 Job-393

COMMISSIONER FOR PATENTS

UNITED STATES PATENT AHD TRABENARK OPRICE
P.O, Box 1480

AleeanpRia, VA 2081 6 400

www.uiplo.gov

Paper No.
Notice of Non-Compliant Amendment (37 CFR 1.121)

The amendment document filed on 2*&2%% is considered non-compliant becauss it has failed to meet the requirements of
37 CFR 1,121, as amended on June 30, 2003 (sée 68 Fed. Reg. 38611, Jun. 30, 2003), In order for the amendment document to
be compliant, correctian of the following item(s) is required. Only the corrected section of the non-compliant amendment
document must be resubmitted (in its entirety), e.g., the entire “Amendments to the claims” section of applicant’s
amendment document reust be re-submitted. 37 CFR 1.121(h).

THE FOLLOWING CHECKED (X) ITEM(S) CAUSE THE AMENDMENT DOCUMENT TOQ BE NON-COMPLIANT:
(] 1. Amendments 1o the specification:

O A. Amended paragraph(s) do not include markings.

a B. New paragraph(s) should not be underlined,

O C. Other

(| 2. Abstract:
O A. Natpresentednnasapmtcaheﬁ. 37 CFR 1.72.
o B. Othex

O 3. Amendments to the drawings:

4., Amendments to the claims:

g A. A complete listing of af] of the claims is not present
B. The listing of claims does nat include the text of all claims (including withdrawn claims)

a C. Bach claim has not been provided with the proper status identifier, and as such, the individual status of each
claim cammot be identified.

g D. The claims of this amendment paper have not been presented in ascending numerical order.
B. Other:

Forfurtherexplanaﬂonofthemmdmmtfomatreqm:edbySTCFRI 121, see MPEP Sec. 714 and the USPTO website at

If the non-compliant amendment is a I'REL]]\IINARY AMENDMENT, applicant is given ONE MONTH from the mail date of

this letter to supply the corrected section which complies with 37 CFR 1.121. Failure to comply with 37 CFR 1.121 will result in

non-entry of the preliminary amendment and examination on the merits will commence without consideration of the proposed

gmn.ges in tge preliminary amendment(s), This notice is not an action under 35 U.S.C. 132, and this ONE MONTH time limit
not extendable.

If the nori-compliant amendment is a reply to 8 NON-FINAL OFFICE ACTION (including a submission for an RCE), and
since the amendment appears to be 2 bona fide attempt to,be a reply (37 CFR 1.135(0)), applicant iz given a TIMB PERIOD of
ONE MONTH from the mailing of this notice within which to re-submit the corrected section which complies with 37 CFR 1,121
in order to avoid abandnnmottt. EXTENSIONS OF 'I‘ TIME PERIOD ARE AVAILABLE UNDER 37 CFR 1.136(a).

If the amendment is a reply to a FINAL REJECTION, this form may be an aftachment to an Advisory Action.

Xhe perigd for
response to g final rejection continaes ¢o run from the date set in the fingl rejection, and is not affected by the non-compliant

_ stamsofumamendmam

/ 572 220549
Legal Instrumentt Examiner (LIE) Telephane No. .
Rev. 10/03

PAGE 4/10* RCVD AT 812312004 4:31:50 PM [Eastern Dayfight Time]* SVR:USPTO-EFXRF-112* DNIS:8729306* CSID:9057716420* DURATION (mm-5s}:03:40

Taro Pharmaceuticals, Ltd.
248 of 435 Exhibit 1004



AUG-23-04 16:52 From:IVOR M. HUGHES BARR&SOL. 9057716420 T-154 P.05/10 Job~333

IN THE CLATMS

1. (currently amended) A method of treating iron induced cardiac disease in a heavily tranefused
patient experiencing an with iron overload condition of the heart, sueh-as-in-thalassemia-or-the like
said methad comprising administering to the heavily transfused patient a therapeutically effective
amount of deferiprone or a physiologically acceptabie salt thereof sufficient to stab{lize/reducefiron

accum jon i gulting from being heavily transf reventing further iron

accumulation in_the heart normally associgted with treat iron induced cardiac disease nermaby
et ik

2. (currently amended) A method of preventing iron induced cardiac disease in a heavily transfused
patient experiencing an with iron overload condition of the heart, suebh-as-in-thalassemin-osthe like
said method comprising administering to the heavily transfused patient a therapeutically effective
amount of deferiprone or a physiologically acceptable salt thereof sufficient to prevent further lron

accumulation in the heart normally associated with tFeet iron induced cardiac disease nemnally
citodwihid e

3-7 (cancelled)

8. (currently amended) An A pharmaceutical composition for fron induced cardiac disease
comprising an effective therapeutic amount of the opallv administered iran chelator deferiprone
or a physiologically acceptable salt thereof for the prevention of the-sisk-ef-heart disease in heavily

transfused panents hwaag ;[sking an iron overload gond[ﬂgg of me hearl. sueh-as-n-thalassormie

said therapeutic amount being sufficient to treat prevent further iron accumulation fn the heart
associated with iron induced cardiac disease nermaty-asseeiated-with-iron-overlead.

9. (currently amended) An A pharmaceutical composition for iron induced cardiac disease
comprising an offective therapcutic amount of the orally administered iron chelator deferiprone
or a physiologically acceptable salt thereof for the stabilization of ¢he-risk-e£heart disease in heavily

ransfm panents hmg experieneing iron overload of the hea;;, such-as-in-thalassermieor-the
- Hastivearpeur EerrE R : ceepta of said
therapeutic amount belng sufficient to stabilize iron accugm]g; ion_in_the heart agd prevent

further iron accumulation in the heart gssociated with treat iron induced cardiac discase nesmally
iatod with-i 1oad
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10. (currently amended) An A _pharmaceutical compesition for fron_induced cardiac disease
comprising ag effective therapeutic amount of the orally administered iron chelator deferiprone
or a physiologically acceptable salt thereof for the reduction efthe-risk in the leve] of iron burden

g____hga__ rt of-heasi~dicease in hggﬂl! tl_-gnsfused panmts hwmg experiencing iron overload of

the heart, sue orth X

sialoas thereof sald g!erapauﬂc amount heing sufficient to treat reduce
iron burden in the heart and the resulting iron induced cardiac disease normally-asseciated-with
tren-averiead.

11. (currently amended) A method of preventing the-msk-of heart disease in heavily transfused
patients having risking iron overload of the heart, sueh-no-in-thalessemia-er-the-Hlee-comprising the
administration of a therapeutically effective amount of deferiprone or a physiologically acceptable

salt thereof sufficient to treat prevent iron induced cardiac disease normally-associated-with-iren
overload. '

. 12. (currently amended) A method of stabilizing the—sick—of heart disease in heavily transfused
patients having iron overload, sueh-as-in-thalassemia-er-the-lilke-comprising the administration of a
therapeutically effective amount of deferiprone or a physiologically acceptable salt thereof sufficient

to treat iron burden in the heart normally associated with induced cardiac disease aormally

13. (currently amended) A method of reducing the-risk—ef the iron burden in the heart associated
with heart disease in heavily transfused patients having iron overload, sueh-as-in-thelessemia-or-the
lke—comprising the administration of a therapeutically effective amount of deferiprone or a
physiologically acceptable salt thereof sufficient to treat reduce the iron burden of the heart
normally associated with iron induced cardiac disease nermaliy-associated-with-iron-overtoad.

14-17 (cancelled)

18. (currently amended)A pharmaceutical compaosition for iron induced cardiac disease
comprising 3 therapeutically effective amount of the iron chelator deferiprone or physiologically
acceptable salt thereof for the prevention, treatment, or reversal of heart discase in heavily
trgnsfusg:[ puucnts havmg risking or e;gerlencing an iron overload condition of the heart,
therapeytic amount being sufficient to p;efeﬁmmny reduce the iron stores in the heart and in
eamparison preference to the iron stores in less critical organs/tissue in the body.
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19-21 (cancelled)

22. (currently amended) A method of treating/proventinglor—reversing heart disease in a heavily
transfused patient having an iron overload condition of the heart comprising administering to the
patient a therapeutically effective amount of deferiprone, or a physioldgically acceptable salt thereof
in order to prefereatially reduce the iron stores in the heart in eernpasisen preference to less critical
organd/tissue in the body.

23. (currently amended) A method of weating/preventingfer—seversing heart disease in heavily
transfused patients having an iron overload condition of the heart comprising administering to the
patient a therapeutically effective amount of deferiprone or a physiologically acceptable salt thereof
to preferentiatly reduee chelate the iron stores in the heart in eemparison preference to the iron
stores in less critical organs/tissue in the body.

24. (currently amended) A method of treating/preventingfer reversing heart disease in heavily
transfused patients having an iron overload condition of the heart comprising administering to the
patient a therapeutically effective amount of deferiprone or a physiologically acceptable salt thereof
to preferentially reduce the iron stores in the heart in eemnparisen preference to the iron stores in less
critical organs/tissue in the body.

25. (currently amended) A method of treatment, prevention, or reversal of heart disease in a heavily
transfused patient having an iron overload condition of the heart comprising adrministering to the
patient a therapeutically effective amount of deferiprone or a physiologically acceptable salt thereof
for the dircct preferentisl-reduction/removal of-iren—(for-example intracellular iron) stores in the
heart. '

26. (currently amended) A method to prevent/treat/reverse the occurrence of iron-induced cardiac
disease in heavily transfused patients with an iron overload condition sueh-as-thalassemia-er-the
Like, comprising administering to said patient a therapeutically effective amount of deferiprone or a
physiologically acceptable salt thereof, wherein deferiprone’s efficacy is cardio preferential when
compared with its ability to lower total iron stores in the body.

27-29 (cancelled)
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30. (currently umended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 fusther

comprising-the wherein astive-ingradiont deferiprone or a physiologically accepiable salt thereof is
administered orally for preventing the risk of heart digease in patients having iron overload.

31. (currently amended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 fusther

camprsing-the wherein aetive-ingrediont deferiprone or a physiologically acceptable salt thereof Is
administered orally for stabilizing the risk of heart disease in patients having iron overload.

32. (currently amended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 further

comprising-the wherein active-ingredient deferiprone or a physiologically acceptable salt thereof is
administered orally for reducing the risk of heart disease in paticnts having fron overload.

33. (currentlyamended)'me method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 fusrther
rmr-of wherein deferiprone or a physiologically acceptable salt thereof

is gresent is an oral dosggg form with other excipients.

34. (cancelled)

35. (currently amended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 further

comprising-daily wherein the administration frequency to the patient of an amount of deferiprone
or a physiologically acceptable salt thereof is daily and substantially in the range of up to 150mg/a

to-the-patient- per kilogram of body weight.

36. (cancelled)

37. (currently amended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 fusther

comprsing wherein the administration frequency to the patient of a datly dosage amount of
deferiprone or a physiologically acceptable salt thereof is daily and substantially in the range of up

to 125 mefke-to-the-patient: per kilogram of body weight.
38. (cancelled)
39. (currently amended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 further

comprsing wherein the administration freguency to the patient of a daily dosage amount of
deferiprone or a physiologically acceptable salt thereof is daily and substantially in the range of

25mgfeg to 7T5mgfep-te-the-patient: per kilogram of body weight,
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40. (cancclled)

41. (original) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 wherein deferiprone is
administered in a manner selected from the group of mtmvenously. transdermally, rectally, orally,
bucally, or aurally.

42. (cancelled)

43. (original) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 wherein deferiprone is
administered orally.

44. (cancelled)

45. (currently amended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 wherein the
desage—form deferiprone or folopically acceptable salt thereof is in a snstained release
formulation.

46. (cancelled)

47. (original) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 wherein deferiprone has
a cardio preferred/selective function when compared to desferrioxamine or other alternative chelating
agents utilized in patients suffering iron overload.

48. (cancelled)

49, (original) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and 26 wherein deferiprone is
administered in addition to desferrioxamine.

50. (cancelled)
51. (cancelled)
52. (cancelled)
53. (cancelled)

54. (cancelled)
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s

55. (currently amended) The effeetive—therapeatio—amount gomposition of claims 8, 9, 10 and 18

mmpﬂsiﬂg ggerein said eommﬂggn is administered to the patient daily adsinistrationof
: shysiole hersof and substantially in the range of

up to ISOmgAeg—m-mo-pamm- per k_llogram of hodg weight,

36. (currently amended) The effoctive~therapewsic—amount composition of claims 8, 9, 10 and 18
ﬁxﬂler—oompﬂsmg—aémﬂuskehea—ef—e n:mrein_gn. id composition (s gadministered to the patient
daily desage-ameunt¢ : thereaf and substantially in

the range of'up to 125 mg#kg-eo—ﬂae—pmaeﬂt- per ki]ggrnm g“mt_l!we:gh

57. (cutrently amended) The eoffectivo—thempentieamounnt omgnslllng of claims 8, 9, 10 and 18
ﬂlﬂhor—eompming—adtmh—ef—e wherein sai red to the patien
. daily desage-asm shysie : seoptable-sali-thereef and substantially in

the range of 25mgﬁkg to ?Smgﬂﬁg-to-the-paaan& per kﬂc_rgram nl‘l_qc_rﬂx we;gh

58. (currently amended) The effective-thesapentio-ameount composition of claims 8, 9, 10 and 18
wherein deferiprone the composition is administered in a manner selected from the group of
intravenously, transdermally, rectally, orally, bucally, or aurally.

59. (cancelled)

60. (currently amended) The effective-therapeutio-amoumt composition of claims 8, 9, 10 and 18
wherein the desage-ferm composition is in a sustained release formulation.

61. (currently amended) The effectivo-therapeutic-amount composition of claims 8, 9, 10 and 18
wherein deferiprene gaid eomposition has a cardio preferred/selective function when compared to
desferrioxamine or other altemative chelating agents utilized in patients suffering iron overload.

62. (currently amended) The sffestive—therapentre-amount composition of claims 8, 9, 10 and 18
wherein deferiprone the composition is administered in addition to desferrioxamine.
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Application No. Applicant(s)
10/311,814 SPINO ET AL.
Office Action Summary ' Exiner Art Unit
Raymond J Henley Il 1614

-- The MAILING DATE of this communication appears on the cover sheet with the correspondence address --
Period for Reply

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM
THE MAILING DATE OF THIS COMMUNICATION.

Exlensions of time may be available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed

after SIX (6) MONTHS from the mailing date of this communication.
- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely.
- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication,
- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133).

Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any

earned patent term adjustment. See 37 CFR 1.704(b).

Status

1)[X Responsive to communication(s) filed on 30 July 2004 and 23 August 2004.
2a)[] This action is FINAL. 2b)B{ This action is non-final.
3)[] Since this application is in condition for allowance except for formal matters, prosecution as to the merits is
closed in accordance with the practice under Ex parte Quayle, 1935 C.D. 11, 453 O.G. 213.

Disposition of Claims

4a) Of the above claim(s) isfare withdrawn from consideration.
5] Claim(s) ____is/are allowed.
6)X] Claim(s) 1,2,8-13.18,22-26,30-33,35,37.39.41,43,45,47,49,55-58 and 60-62 is/are rejected.
7)[] Claim(s) ____is/are objected to.
8)[] Claim(s) are subject to restriction and/or election requirement.

Application Papers

9)[] The specification is objected to by the Examiner.
10)[C] The drawing(s) filed on is/are: a)[_] accepted or b)[] objected to by the Examiner.
Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a).
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d).
11)[_] The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152.

Priority under 35 U.S.C. § 119

12)[] Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f).
a)J Al b)[] Some * ¢)[] None of:
1.[] Certified copies of the priority documents have been received.
2.[] Certified copies of the priority documents have been received in Application No. _
3. Copies of the certified copies of the priority documents have been received in this National Stage
application from the International Bureau (PCT Rule 17.2(a)).
* See the attached detailed Office action for a list of the certified copies not received.

Attachment(s)

1) |:| Notice of References Cited (PTO-892) 4) [ interview Summary (PTO-413)

2) [[] Notice of Draftsperson’s Patent Drawing Review (PTO-948) Paper No(s)/Mail Date.

3) [[] Information Disclosure Statement(s) (PTO-1449 or PTO/SB/08) 5) [ Notice of Informal Patent Application (PTO-152)
Paper No(s)/Mail Date _____. 6) |:| Other: ____

4)X Claim(s) 1,2,8-13,18,22-26,30-33,35,37.39.41,43,45,47,49,55-58 and 60-62 is/are pending in the application.

U.S. Palenl and Trademark Office
PTOL-326 (Rev. 1-04) Office Action Summary Part of Paper No./Mail Date 09022004
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CLAIMS 1, 2, 8-13, 18, 22-26, 30-33, 35, 37, 39, 41, 43, 45, 47, 49, 55-58 AND 60-62 ARE

PRESENTED FOR EXAMINATION

Applicants’ Amendments filed July 30, 2004 and August 23, 2004 have been received
and entered into the application.

Accordingly, the specification at page 1 and claims 1, 2, 8-13, 18, 22-26, 30-33, 35, 37,
39, 45, 55-58 and 60-62 have been amended; the abstract has been added; and claims 51-54 and
59 have been canceled.

In light of Applicants’ amendments and comments at pages 9-20 of their amendment
filed Augustl23, 2004, the only remain issues are those presented herein. The
objections/rejections set forth in the previous Office action not set forth herein are withdrawn.

Claim Objection

Claims 30-33, 35, 37, 39, 41, 43, 45, 47, 49, 55-58 and 60-62 are objected to under 37
CFR 1.75(c) as being in improper form because a multiple dependent claim must refer to other
claims in the alternative only. See MPEP § 608.01(n). In order to overcome this objection,
application should change in the above claims the “and” in the listing of the dependent claims to
-=-0r---,

Claims 55-58 and 62 are also objected to as not being further limiting. These claims
depend from claims directed to compositions and yet set forth method limitations, i.e., “is
administered”. Method limitations do not further limit compositions of matter. Also, in claims
55-57 the unit of measurement “mg per kilogram of body weight” is improper because

measurements of ingredients contained in the composition should relate to the composition, i.c.,
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per unit volume or weight of the composition, and not to a feature, i.c., a patient, that is not apart
of the composition, i.c., outside the scope of the claim, and which is variable, i.e., dependent on
the weight of the patient.

Claim Rejection - 35 USC § 112, First Paragraph

The following is a quotation of the first paragraph of 35 U.S.C. 112:

The specification shall contain a written description of the invention, and of the manner and process of making
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode
contemplated by the inventor of carrying out his invention.

Claims 11-13, 22-25, 30-33, 35, 37, 39, 41, 43, 45, 47 and 49 are rejected under 35
U.S.C. 112, first paragraph, because the specification, while being enabling for the treatment,
prevention, stabilization or reversal of iron induced cardiac/heart disease, does not reasonably
provide enablement for the treatment, prevention, stabilization or reversal of cardiac/heart
disease in general. The specification does not enable any person skilled in the art to which it
pertains, or with which it is most nearly connected, to practice the invention commensurate in
scope with these claims.

The present specification is evaluated by the Examiner as directed by the Court in /n re
Marzocchi et al. , 169 USPQ 367 (CCPA 1971):

“Specification disclosure which contains teaching of manner and process of making and
using the invention in terms corresponding to the scope to those used in describing and defining
subject matter sought to be patented must be taken as in compliance with enabling requirement
of first paragraph of 35 U.S.C. 112 unless there is reason to doubt the objective truth of
statements contain therein which must be relied on for enabling support; assuming that sufficient
reason for such doubt exists, a rejection for failure to teach how to make and/or use will be
proper on that basis, such a rejection can be overcome by suitable proofs indicating that teaching
contained in specification is truly enabling.” (emphasis added).

Here, the objective truth of the statement that a cardiac/heart disease in general could be

treated, prevented, stabilized or reversed is doubted because the there is not known in the
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medical/pharmaceutical art, any onc particular therapeutic agent or combination of therapeutic
agents that is/are capable of treating, preventing, stabilizing or reversing all known cardiac/heart
diseases. Also, applicants’ specification is directed solely to iron-induced cardiac/heart diseases.
Accordingly, the claims are deemed properly rejected.
Claim Rejection - 35 USC § 112, Second Paragraph

The following is a quotation of the second paragraph of 35 U.S.C. 112:

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the
subject matter which the applicant regards as his invention.

Claims 1, 2, 8-13, 18, 22-26, 30-33, 35, 37, 39, 41, 43, 45, 47, 49, 55-58 and 60-62 are
rejected under 35 U.S.C. 112, second paragraph, as being indefinite for failing to particularly
point out and distinctly claim the subject matter which applicant regards as the invention.

The term "heavily transfused” in the claims is a relative term that renders the claim
indefinite. The term "heavily" is not defined by the claim, the specification does not provide a
standard for ascertaining the requisite degree, and one of ordinary skill in the art would not be
rcasonably apprised of the scope of the invention.

Claim Rejection - 35 USC § 102

Claims 8, 9, 10, 18, 55-58 and 61 are rejected under 35 U.S.C. 102(b) as being
anticipated by any one of Olivieri et al., Hoffbrand et al. (Examiner cit. Ref. “U”) or Hoffbrand
et al. (Examiner cit. Ref. “V”), each of record, for the reasons of record as set forth in thc_

previous Office action as applied to claims 8, 9, 10, 18 and 51-59.
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Claim Rejection - 35 USC § 103

Claims 8, 9, 10, 18, 55-58 and 60-62 are rejected under 35 U.S.C. 103(a) as being
unpatentable over Olivieri et al., Hoffbrand et al. (Examiner cit. Ref. “U”) or Hoffbrand et al.
(Examiner cit. Ref. “V”), as above in view of Lai (U.S. Patent No. 5,922,761), each of record.

The differences between the above and the claimed subject matter lies in that the
references fail to teach the presently claimed dosage forms or the addition of desferrioxamine.

However, to the skilled artisan, the claimed subject matter would have been obvious
because various dosage forms were known to the skilled artisan and the selection of any given
dosage form would have been a matter well within the purview of the skilled artisan, based upon
the preference or need of the particular patient being treated. Also, the additional use of
desferrioxamine would have been obvious because Lai teaches desferrioxamine (see previous _
Office action at page 6) for the same purpose and it has been held that it is considered prima
facie obvious to have combined two or more ingredients each of which was known to be useful
for the same purpose in order to fonﬁ a third composition that is uscful for the very same
purpose. The idea for combining them flows logically from their have been used separately. Sec

In re Kerkhoven 205 U.S.P.Q. 1069 (CCPA 1980) and the cases cited therein. The skilled

artisan would have been motivated to combine such ingredients in order to achieve at least
additive results and to provide the individual being treated with the most convenient, effective

therapy possible.
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Applicants’ Arguments

Applicants’ arguments at pages 9-20 of their amendment filed August 23, 2004 have been
carefully considered, but fail to persuade the Examiner of error in his determinations above.

In particular, applicants’ comments and arguments are based upon the novel or unobvious
use of deferiprone. These arguments, however, are not commensurate in scope with the claimed
subject matter prescntly rejected that is directed to compositions of matter. Applicants' attention
is drawn to In re Dillon, 16 USPQ2nd, 1897 at 1900 (CAFC 1990). The court sitting in banc
ruled that the recitation of a new utility for an old and well known or otherwise obvious
composition does not render that composition new or nonobvious.

Accordingly, for the above reasons, the claims are deemed properly rejected and none are
allowed.

Any inquiry concerning this communication or earlier communications from the
examiner should be directed to Raymond J Henley III whose telephone number is 571-272-0575.
The examiner can normally be reached on M-F, 8:30 am to 4:00 pm Eastern Time.

If attempts to reach the examiner by telephone arc unsuccessful, the examiner’s
supervisor, Christopher Low can be reached on 571-272-0951. The fax phone number for the
organization where this application or proceeding is assigned is 703-872-9306.

Information regarding the status of an application may be obtained from the Patent
Application Information Retrieval (PAIR) system. Status information for published applications
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished

applications is available through Private PAIR only. For more information about the PAIR
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system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR
system, contact the Electronic Business Center (EBC) at 866-217-9197 (tol)-free).

el
aymond J Hgpley 11T

Primary Examiner
Art Unit 1614

September 2, 2004
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) /‘ﬁarn.sl‘ers & Solicitors

- u} {')’ CO Reotmn
Ivor M. Hughes /}/ B

Barrister & Solicitor Mark Ng
Patent & Trade Mark Agents  Patent Agents
Canada, United States M?ri::!?KHStuEhki; g‘g"g‘

i , P.Eng.

Wm. Kite Sinden

Qur Ref.: PC-1834033

December 7, 2004

VIA COURIER

U.S. Patent and Trademark Office

220 20th Street South

Customer Window, Mail Stop Amendment
Crystal Plaza Two, Lobby Room 1B03
Arlington, Virginia 22202 U.S.A.

Dear Sir:

Re: Response to Examination Report
Application Serial No. 10/311,814 filed on April 4, 2003
of Michael Spino and Antonio Spiga
for A NEW USE FOR DEFERIPRONE
Group Art Unit: 1614
Examiner: Raymond J. Henley III
Due Date: DECEMBER 8, 2004
CUSTOMER NO. 23607

Please find enclosed herewith the following:

Response to Examination Report dated December 6, 2004;

Fee Transmittal For FY 2005;

Transmittal Form,;

Information Disclosure Statement;

CD with references cited in the Information Disclosure Statement;
Cheque in the amount of $180.00.

S g ok B

If there should occur an overpayment or an underpayment of fees in respect of this submission,
the Commissioner is authorized to access Deposit Account Number 08-3255 to make the
appropriate adjustments and advise Applicant’s agent;

Also enclosed herewith is a stamped, self-addressed verification card which we request that you
kindly acknowledge and return to this office at the earliest opportunity. We thank the
Commissioner for his cooperation in this regard and look forward to receiving filing data in this
matter. <

175 Commerce Valley Dr. W., Suite 200, Thomhill, Ontario, Canada L3T 7P6  Phone: 905 771-6414  Fax: 905 771-6420
website: www.ivormhughes.com  email: mail@ivormhughes.com
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We thank the Patent Office for its cooperation in this regard and look forward to receiving filing
data in this matter.

Agent for Applicant
Registration No. 33,636

NHH:md
Enclosures
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PTQ/SBE/21 (C3-04)
Approved for use through 07/31/2CC56. OMB €651-C031
U S Pa'en't and Tr«:dermrk Oﬁ‘ ice, U S. DEPARTN'ENT OF CO:\.WERCE

Appllcatlon Number 10/311,814

TRANSMITTAL Fikig Date Apri 4, 2003
FORM First Named Inventor Michael Spino
Art Unit 1614

Examiner Name Raymond J. Henley Il

{lo be used for all carrespondence after initial filing)

Attorney Docket Number
\.__ Total Number of Pages in This Submission l i J/

ENCLOSURES  (Check all that apply)

After Allowance Communication to TC

Fee Transmittal Form
Fee Attached

Amendment/Reply

|:| After Final

Drawing(s)

Appeal Communication to Board

Licensing-related Papers of Appeals and Interferences

Appeal Communication to TC
{Appeal Notice, Brief, Reply Brief)

[

Petition
Petition to Convertto a
Provisional Application

L]
[]
L]
[]
|:| Power of Attorney, Revocation
L]
L[]
[

Proprietary Information

DO0O4d oo

|:| Affidavits/declaration(s) Change of Correspondence Address Status Letter
o Other Enclosure(s) (please Identify
Extension of Time Request Terminal Disclaimer below):

Express Abandonment Request Request for Refund

CD, Number of CD(s)

D Landscape Table on CD
Certified Copy of Priority | Remarks i

Document(s)

Reply to Missing Parts/
Incomplete Application
Reply to Missing Parts
under 37 CFR 1.52 or 1.53

Information Disclosure Statement

SIGNATURE OF APPLICAN, ATTORNEY, OR AGENT

= I 7 ] T

Printed name Neiyll/augjés + \_,7/ A

Date V rl)%' Q{/{}'{fé U IReg.No_ 133'536
4 B

CERTIFICATE OF TRANSMISSION/MAILING

| hereby certify that this correspondence is being facsimile transmitted to the USPTO or deposited with the United States Postal Service with
sufficient postage as first class mail in an envelope addressed to: Commissioner for Patents, P.O, Box 1450, Alexandria, VA 22313-1450 on
the date shown below:

Signature

Qped or printed name Date _/

This collection of information is required by 37 CFR 1.5. The information is required to obtain or retain a benefit by the public which is to file (and by the USPTO to
process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR 1.11 and1.14. This collection is estimated to 2 hours to complete, including
gathering, preparing, and submilting the completed application form to the USPTO. Time will vary depending upon the individual case. Any comments on the
amount of time you require to complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S. Patent and
Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND FEES OR COMPLETED FORMS TO THIS

ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria, VA 22313-1450.

If you need assistance in completing the form, call 1-800-PTO-9199 and select option 2.
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PTO/SBAT (11-04)
Approvad for use through 07/31/2006 ONMB 08510032

z U.S. Patent and Trademark Office, U.S. DEPARTMENT OF COMMERCE
I Inder the Papkin Rerdirdinn Art nf 1995 nn nersnns are reanired to resnnnd tn a enllerdinn of infarmatinn nin'ess it disnlave a valil OMA eantrnd number
= N
7 10/01/2004. Patent fees are subject o annual revision, Complete if Known
Application Number |10/311,814

FEE TRANSMITTAL

Filing Date April 4, 2003

For FY 2005

First Named Inventor |t1ichael Spino

Examiner Name Raymond J. Henley III

: Applicant claims small entity status. See 37 CFR 1.27

Art Unit 1614

METHOD OF PAYMENT (check all that apply)

\ TOTAL AMOUNT OF PAYMENT | ($)180.00 Attorney Docket No. |PC—1834033 /

FEE CALCULATION (continued)

Check I:I Credit Card [:] Money Order
Deposit Account El None

Deposit

A nt =

o 108-3255

Deposit

Aocout |Ivor M. Hughes

The Director is hereby authorized to: (check all that apply)
D Charge fee(s) indicated below

I:I Charge fee(s) indicated below, except for the filing fee

Charge any additional fee(s) or underpayments of fee(s)
under 37 CFR 1.16 and 1.17

2. EXTRA CLAIM FEES

Fee Description Fee ($) 5%[ {n!;I
Each claim over 20 18 9
Each independent claim over 3 88 44
Multiple dependent claims 300 150
For Reissues, each claim over 20 and

more than in the original patent 18 9
For Reissues, each independent claim
more than in the original patent 88 44
Total Claims ExtraClaims Fee($) FeePaid ($)
-200rHP = X =

HP = highest number of total claims paid for, if greater than 20

Indep. Claims ExtraClaims Fee($) Fee Paid ($)
=3orHP = X =
HP = highest number of independent claims paid for, if greater than 3

@ Credit any overpayments Multiple Dependent Claims Fee (§) Fee Paid ($)
to the above—identified deposit account.
Subtotal (2) $
D Other (please identify). 3. OTHER FEES Small Entity _
WARNING: Information on this form may become public. Credit card Fee Description Fee($)  Fee(§) FeePaid($)
information should not be Included on this form. Provide credit card | 1-month extension of time 110 55
Iinformation and authorization on PT0-2038. . .
FEE CALGULATION 2-month extension of time 430 215
3-month extension of time 980 490
1. BASIC FILING FEE p : 265
o Small Entit ' 4-month extension of time 1,530
Eee Description Fee($)  Fee(S) Eee Paid 5-month extension of time 2,080 Lod0 ____
S 180.00
Utility Filing Fee 790 395 Information disclosure stmt. fee 180 180 i
37 CFR 1.17(q) processing fee 50 50
Design Filing Fi 0
esign Friing ree 33 E35 Non-English specification 130 130
Plant Filing Fee 550 275 Notice of Appeal 340 170
Reissue Filing Fee 700 395 Filing a brief in support of appeal 340 170
’ Request for oral hearing 300 150
Provisional Filing Fee 160 80 Other
Subtol (1) $ Subtotal (3) $.180.00
SUBMITTED BY 0 T 0 O 7 7 |
i Registration No.
Signature I/ X/ [|Reasiatonto 33,636 |Telephone 905-771-5414
| Name (Print/Type] N€ - flughes /_)_ Date Mg ec. (p /U L;

This callection of information is required by 37 CFR 1.136. THe igformation is required to obtain or retain a benefit by the public which is to file (and Ey the ’

USPTO to process) an application. Confidentiality is gavelﬁpjiis usc 1
including gathering, preparing, and submitting the completed application form

22 and 37 CFR 1.14. This collection is estimated to take 30 minutes to complete,
to the USPTO, Time will vary depending upon the individual case. Any comments

on the amount of time you require to complete this form andlor suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S. Patent
and Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND FEES OR COMPLETED FORMS TO THIS
ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria, VA 22313-1450.

If you need assistance in completing the form, call 1-800-PT0O-9199 and sefect option 2.
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IN THE UNITED STATES PATENT OFFICE

Al [CUSTOMER NO. 23607
Application Serial No. 10/311,814 Our Ref.: PT-1834033

Applicant: Apotex Inc. Neil H. Hughes, P.Eng.
Ivor M. Hughes,
Barrister & Solicitor
Patent & Trademark Agents
Suite 200,
175 Commerce Valley Dr. W.
Thornhill, Ontario
Canada L3T 7P6

Title: A NEW USE FOR DEFERIPRONE

Inventors: Michael Spino and Antonio Piga

Group Art Unit: 1614

INFORMATION DISCLOSURE STATEMENT

December 6, 2004
VIA COURIER
U.S. Patent and Trademark Office
220 20th Street South
Customer Window, Mail Stop Amendment
Crystal Plaza Two, Lobby Room 1B03
Arlington, VA, 22202
Dear Sir:
Applicants and the undersigned are aware of "patents, publications, or other
information" which they believe may be material to the examination of the above-

identified application. Applicants have attached Form 1449 (14 pages) along with a

CD with the prior art as references in Form 1449 pursuant to 37 C.F.R. §§ 1.97-1.99
12/09/2004 GHORDOF1 00000050 10311814

01 FC:1806 180.00 o
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and to the duty of disclosure set forth in 37. C.F.R. § 1.56. Applicant also encloses
herewith the required fee of $180.00. If there is any deficiency or surplusage of the
fees required for this application, please obtain any such deficiency or credit the

surplusage to Deposit Account 08-3255 and advise Applicants' Agent.

Although this Information Disclosure Statement identifies references which
may be "material," it is not intended to constitute an admission that any patent,
publication, or other information referred to is "prior art" (within the meaning of 35
US.C. §102 and §103) as to the invention disclosed and claimed in this application
unless specifically designated as such. Moreover, no representation is intended as to
the relative relevance of any portion of the references or as to the relevance among

references, whether cited in this Statement or elsewhere.

In accordance with 37 C.F.R. §1.97(b), the filing of this Information Disclosure
Statement shall not be construed to mean that a novelty search has been made or that

no other information which may be material (as defined in 37 C.F.R. §1.56(a)) exists.

1.  Gabutti V, Piga A. Results of Long-Term Iron-Chelating Therapy. Acta Haematol 1996;
95:26-36.

2. Wolfe LC, Olivieri NF, Sallan D, Colan S, Rose V, Propper RD et al. Prevention of
cardiac disease by subcutaneous desferrioxamine in patients with thalassemia major.
N Engl ] Med 1985; 312(25): 1600-1603.

3.  Aldouri MA, Wonke B. Hoffbrand AV, Flynn DM, Ward SE, Agnew JE et al. High
Incidence of Cardiomyopathy in Beta-Thalassemia Patients Receiving Regular
Transfusion and Iron Chelation: Reversal by Intensified Chelation. Acta Haematol
1990; 84:113-117.

4.  Brittenham GM, Griffith PM, Nienhuis AW, McLaren CE, Young NS, Tucker EE et al.
Efficacy of Desferrioxamine in Preventing Complications of Iron Overload in Patients
with Thalassemia Major. N Engl ] Med 1994; 331(9):567-573.

5. Giardina PJV, Ehlers KH, Engle MA, Grady RW, Hilgartner MW. The Effect of
Subcutaneous Desferrioxamine on the Cardiac Profile of Thalassemia Major: A Five-
Year Study. Ann N Y Acad Sci 1985; 445:282-292.
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10.

11.

12,

13

14.

15.

16.

17.

18.

.

Borgna-Pignatti C, Rugologgo S, DeStefano P, Piga A, et al. Survival and Disease
Complications in Thalassemia Major. Ann N Y Acad Sci 1998; 850:227-231.

Olivieri NF, Nathan DG, MacMillan JH, Wayne AS, Liu P, McGee A et al. Survival in
Medically Treated Patients with Homozygous Beta-Thalassemia. N Engl ] Med 1994;
331(9):574-578.

Addis A, Loebstein R, Koren G, Einarson TR. Meta-analytic review of the clinical
effectiveness of oral deferiprone (Deferiprone). Eur J Clin Pharmacol 1999; 55:1-6.

Grady RW, Hilgartner MW, Giardina PJV. Deferiprone: Its Effectiveness Relative to
that of Desferrioxamine. 6% International Conference on Thalassemia and the
Haemoglobinopathies, Abstract #2. 1997.

Olivieri NF, Brittenham GM, Armstrong SAM, Basran RK, Daneman R, Daneman N et
al. First Prospective Randomized Trial of the Iron Chelators Deferiprone (Deferiprone)
and Deferoxamine. Blood 86[10 Suppl. 1], 249a. 1995.

Olivieri NF, Belluzzo N, Muraca M, MacKenzie CC, Milone S, Polsinelli K et al.
Evidence of Reduction in Hepatic, Cardiac and Pituitary Iron Stores in Patients with
Thalassemia Major During Long-Term Therapy with the Orally Active Iron Chelating
Agent Deferiprone. Blood 84[10 Suppl. 1], 109a. 1994.

Link G, Konijin AM, Hershko C. Cardioprotective effect of alpha-tocopherol,
ascorbate, desferrioxamine, and deferiprone: mitochondrial function in cultured, iron-
loaded heart cells. J Lab Clin Med 1999; 133: 179-188.

De Franceschi L, Shalev O, Piga A, Collell M, Olivieri O, Corrocher R et al. Deferiprone
therapy in homozygous human beta-thalassemia removes erythrocyte membrane free
iron and reduces KCI contransport activity. J Lab Clin Med 1999; 133:64-69.

Carthew P, Smith AG, Hider RC, Dorman B, Edwards RE, Francis JE. Potentiation of
iron accumulation in cardiac myocytes during the treatment of iron overload in gerbils
with the hydroxypridinone iron chelator CP94. Biometals 1994; 7:267-271.

Hider RC, Kayyli R, Evans P, Mackinnon S. The production of Hydroxyl Radicals by
Deferiprone-iron compounds under physiological conditions. Blood 94[10], 406a.
1999.

Engle MA, Erlandson M, Smith CH. Late Cardiac Complications of Chronic, Severe,
Refractory Anemia with Hemochromatosis. Circulation 1964; 30:698-705.

The Criteria Committee of the New York Heart Association. Nomenclature and
Criteria for Diagnosis of Disease of the heart and Great Vessels. 9% ed. Boston, Mass;
Little, Brown & Co; 1994:253-255.

Sirchia G, Zanella A. A Short Guide to the Management of Thalassemia. Thalassemia
Today: the Mediterranean Experience. 1987: 635-670.
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19.

20.

21.

24,

25.

26.

27.

28.

29.

30.

31.

=l

Berdoukas V, Bohans T. The Effect of Liver Iron on Cardiac Function. 10t
International Conference on Oral Chelators in the treatment of Thalassemia and other
diseases and Biomed Meeting 10, 13. 2000.

Hershko C, Graham G, Bates GW, Rachmilewitz EA. Non-Specific Serum Iron in
Thalassemia: an Abnormal Serum Iron Fraction of Potential Toxicity. Br ] Haematol
1978; 40: 255-263.

Olivieri NF, Koren G, Matsui D, Liu P, Blendis L, Cameron R et al. Reduction of Tissue
Iron Stores and Normalization of Serum Ferritin During Treatment with the Oral Iron
Chelator Deferiprone in Thalassemia Intermedia. Blood 1992; 79(10):2741-2748.

Al-Refaie FN, Sheppard L, Nortey P, Wonke B, Hoffbrand AV. Pharmacokinetics of
the Oral Iron Chelator Deferiprone (Deferiprone) in Patients with Iron Overload. Br]
Haematol 1995; 89:403-408.

Novartis Marketing Brochure on Desferal (Desferrioxamine). 1998. Switzerland,
Novartis Pharma AG.

Grady RW, Berdoukas VA, Rachmilewitz EA, Giardina PJ. Combining Deferiprone
and Desferrioxamine to optimize Chelation. 10% International Conference on Oral
Chelators in the treatment of Thalassemia and other diseases and Biomed Meeting,
Limassol, Cyprus Page 9. March 2000.

Tondury P, Zimmermann A, Nielsen P, Hirt A. Liver iron and fibrosis during long-
term treatment with deferiprone in Swiss thalassaemic patients. Br. ]J. Haematol.
1998;101(3):413-5.

Olivieri NF, Brittenham GM, McLaren CE, Templeton DM, Cameron RG, McClelland
RA et al. Long-term safety and effectiveness of iron-chelation therapy with deferiprone
for thalassemia major. N Engl ] Med 1998; 339(7):417-423.

Hoffbrand AV, Al-Refaie FN, Davis B, Siritanakatkul N, Jackson BFA, Cochrane ] et al.
Long-Term Trial of Deferiprone in 51 Transfusion-Dependent Iron Overloaded
Patients. Blood 1998; 91(1):295-300.

Olivieri NF, Butany ], Templeton DM, Brittenham GM. Cardiac Failure and
Myocardial Fibrosis in a patient with Thalassemia Major (TM) Treated with Long-Term
Deferiprone. Blood 92[10 (Suppl 1)], 532a. 1998.

Cohen AR, Galanello R, Piga A, DiPalma A, Vullo C, Tricta F. Safety profile of the oral
iron chelator deferiprone: a multicentre study. Br ] Haematol 2000; 108:305-312.

Agarwal MB, Rajadhyaksha G, Munot S. Deferiprone: A report of 22 patients who have
taken it for over a decade. 10t International Conference on Oral chelators in the
Treatment of Thalassemia and other Diseases and Biomed Meeting, Limassol, Cyprus,
Page 3. March 2000.

Liu P. Personal letter from Dr. Liu on reversal of the heart failure in a patient with
thalassemia treated with deferiprone. May 13, 1996.
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32.

33.

35.

36.

37.

38.

39.

40.

41.

42.

43.

-5-

Ramm GA, Britton RS, Brunt EM, O'Neill R, Bacon BR. Hepatic iron overload in
pathogen-free gerbils does not result in bridging fibrosis or cirrhosis. Bioiron’99, P.
327.1999.

Hershko C., Link G., Konijn A. M. Relative effectiveness of desferrioxamine and
deferiprone in protecting iron-loaded Gerbils from non-transferrin bound iron (NTBI)
toxicity. Blood 94 (10): 422a; 1999.

Porter JB. Evaluation of New Iron Chelators for Clinical Use. Acta Haematol 1996;
95:13-25.

Al-Refaie FN, Hershko C, Hoffbrand AV, Kosaryan M, Olivieri NF, Téndury P et al.
Results of Long-Term Deferiprone (Deferiprone) Therapy: A Report by the
International Study Group on Oral Iron Chelators. Br ] Haematol 1995; 91:224-229.

G. Link, A. Pinson, and C. Hershko. Ability of the orally effective iron chelators
dimethyl- and diethyl-hydroxypyrid-4-one and of deferoxamine to restore sarcolemmal
thiolic enzyme activity in iron-loaded heart cells. Blood 83 (9):2692-2697, 1994.

]. B. Porter, K. P. Hoyes, R. D. Abeysinghe, P. N. Brooks, E. R. Huehns, and R. C. Hider.
Comparison of the Subacute Toxicity and Efficacy of 3-Hydroxypyridin-4-One Iron
Chelators in Overloaded and Nonoverloaded Mice. Blood 78 (10):2727-2734, 1991.

G. R. Gale, W. H. Litchenberg, A. B. Smith, P. K. Singh, R. A. Campbell, and M. M.
Jones. Comparative iron mobilizing actions of deferoxamine, 1,2- dimethyl-3-
hydroxypyrid-4-one, and pyridoxal isonicotinoyl hydrazone in iron hydroxamate-
loaded mice. Res.Commun.Chem.Pathol. Pharmacol. 73 (3):299-313, 1991.

C. Hershko, G. Link, A. Pinson, H. H, Peter, P. Dobbin, and R. C. Hider. Iron
Mobilization From Myocardial Cells by 3-Hydroxypyridin-4-One Chelators: Studies in
Rat Heart Cells in Culture. Blood 77 (9):2049-2053, 1991.

M. van der Kraaij, H. G. Van Eijk, and J. F. Koster. Prevention of postischemic cardiac
injury by the orally active iron chelator 1,2-dimethyl-3-hydroxy-4-pyridone (L1) and
the antioxidant (+)-cyanidanol-3. Circulation 80 (1):158-164, 1989.

Y. Aydinok, G. Nisli, K. Kavakli, C. Coker, M. Kantar, and N. Cetingul. Sequential use
of deferiprone and desferrioxamine in primary school children with thalassaemia
major in Turkey. Acta Haematol. 102 (1):17-21, 1999.

G. Faa and G. Crisponi. Iron chelating agents in clinical practice. Coordination Chemistry
Reviews 184:291-310, 1999.

D. Kaul and S. Venkataram. Sustained release tablet formulation for a new iron
chelator. Drug Dev.Indust.Pharm. 18 (9):1023-1035, 1992.

M. A. Barradas, ]. Y. Jeremy, G. ]J. Kontoghiorghes, D. P. Mikhailidis, A. V. Hoffbrand,
and P. Dandona. Iron chelators inhibit human platelet aggregation, thromboxane A2
synthesis and lipoxygenase activity. FEBS Lett. 245 (1,2):105-109, 1989.
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45,

47.

49.

50.

51.

52.

53.

55.

56.

57.

58.

59.

Maria Stearns.Drug for Iron Overload Passes Major Safety Hurdle; May Benefit
Patients with Thalassemia and Other Blood Disorders. 1995-2000 ScienceDaily
Magazine.

Nancy F. Olivieri and Gary M. Brittenham. Long-Term Trials of Deferiprone in
Cooley’s Anemia. The Departments of Medicine and Pediatrics The Hospital for Sick
Children, Division of Hematology, University of Toronto, Canada (N.F.O.) Sept. 27, 1999.

N. F. Olivieri and G. Brittenham. Long-Term Trials of Deferiprone in Cooley's Anemia.
Ann.N.Y.Acad.Sci. 80:217-222, 1998.

Kontoghiorghes GJ, Aldouri MA, Sheppard L, Hoffbrand AV. 1,2-Dimethyl-3-
hydroxypyrid-4-one, an orally active chelator for treatment of iron overload. Lancet.
1987 Jun 6;1(8545):1294-5

Nathan DG. An orally active iron chelator. N Engl ] Med. 1995 Apr 6;332(14):953-4.

Olivieri NF, Brittenham GM, Matsui D, Berkovitch M, Blendis LM, Cameron RG,
McClelland RA, Liu PP, Templeton DM, Koren G. Iron-chelation therapy with oral
deferiprone in patients with thalassemia major. N Engl ] Med. 1995 Apr 6;332(14):918-
22,

Biochimica et biophysica acta molecular basis of disease. v1500 n3 (Mar 17, 2000) :
p342-348. (Please note this reference is the same as Biochimica et biophysica acta molecular
basis of disease; V.1500; No. 3; March 17/00; pp 342-348 - (Reference 59)).

Cohen AR, Martin MB. Iron chelation with oral deferiprone in patients with
thalassemia. N Engl ] Med. 1998 Dec 3;339(23):1713-4.

Grady RW, Giardina PJ. Iron chelation with oral deferiprone in patients with
thalassemia. N Engl ] Med. 1998 Dec 3;339(23):1712-3.

Wonke B, Telfer P, Hoffbrand AV. Iron chelation with oral deferiprone in patients with
thalassemia. N Engl ] Med. 1998 Dec 3;339(23):1712.

Stella M, Pinzello G, Maggio A. Iron chelation with oral deferiprone in patients with
thalassemia. N Engl ] Med. 1998 Dec 3;339(23):1712.

Callea F. Iron chelation with oral deferiprone in patients with thalassemia. N Engl ]
Med. 1998 Dec 3;339(23):1710-1.

Tricta F, Spino M. Iron chelation with oral deferiprone in patients with thalassemia. N
Engl ] Med. 1998 Dec 3;339(23):1710.

Hershko C., Link G., and loav C.. Pathophysiology of Iron Overload. Ann.N.Y.Acad.Sci.
850:191-201, 1998.

Mumby, S., Chaturvedi, R.R., Brierley, ]J., Lincoln, C., Petros, A., Redington, A.N.,
Gutteridge, ].M.C.. Iron overload in paediatrics undergoing cardiopulmonary bypass.
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Biochimica et biophysica acta molecular basis of disease: v1500 n3 (Mar 17, 2000): p342-
348

60. Y.Tung, F.]. Farrell, T. M. McCashland, R. G. Gish, B. R. Bacon, E. B. Keeffe, and K. V.
Kowdley. Long-term follow-up after liver transplantation in patients with hepatic iron
overload. Liver Transpl.Surg. 5:369-374, 1999.

61. Telfer PT, Prestcott E, Hoden S, Walker M, Hoffbrand AV, Wonke B. Hepatic iron
concentration combined with long-term monitoring of serum ferritin to predict
complicaitons of iron overload in thalassaemia major [In Process Citation]. Br ]
Haematol 2000; 110(4):971-977.

62. Wonke B, Anderson L, Pennell D.J. Iron Chelation Treatment Based on Magnetic
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Appl. No. 10/311,814
e mdt. dated Dec. 6, 2004
"\ P &Ry 10 Office Action of Sept. 8, 2004

w/ IN THE UNITED STATES PATENT OFFICE

gplication Serial No. 10/311,814 Our Ref.:  PC-1834033
[CUSTOMER NO. 23607

Applicant: Apotex Inc. Agent: Neil H. Hughes, P.Eng.

c/o Ivor M. Hughes
Barmister & Solicitor

. Patent & Trade Mark Agents
Suite 200
175 Commerce Valley Dr. W.
Thornhill, Ontario
Canada L3T 7P6

Title: A NEW USE FOR DEFERIPRONE
Inventors: Michael Spino and Antonio Piga
Examiner: Raymond J. Henley 111
Group Art Unit: 1614 Due Date: December 8, 2004
RESPONSE TO OFFICIAL ACTION
OF SEPTEMBER 8, 2004
December 6, 2004
VIA COURIER

U.S. Patent and Trademark Office

220 20th Street South

Customer Window, Mail Stop Amendment
Crystal Plaza Two, Lobby, Room 1B03
Arlington VA 22202

Dear Sir:

This submission is in response to the outstanding Official Action dated September 8, 2004 and due
for response December 8, 2004. Should any fee be required for this submission or if there is any
deficiency or surplusage of fees required please obtain any such fees or deficiency or credit the

surplusage to Deposit Account 08-3255 and advise Applicants' Agent.

Please enter the following submissions:
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Appl. No, 10/311,814
Amdt. dated Dec, 6, 2004
Reply to Office Action of Sept. 8, 2004

IN THE CLAIMS

1. (currently amended) A method of treating iron induced cardiac disease in a heavily—transfused
transfusion_dependent patient experiencing an iron overload condition of the heart, said method
comprising administering to the heavily—transfused patient a therapeutically effective amount of
deferiprone or a physiologically acceptable salt thereof sufficient to stabilize/reduce/iron
accumulation in the heart resulting from being hesvily—transfused transfusion dependent and
preventing further iron accumulation in the heart normally associated with iron induced cardiac

disease.

2. (currently amended) A method of preventing iron induced cardiac disease in a heavily—transfused
transfusion dependent patient experiencing an iron overload condition of the heart, said method

comprising administering to the heavily—transfused transfusion dependent patient a therapeutically
effective amount of deferiprone or a physiologically acceptable salt thereof sufficient to prevent

further iron accumulation in the heart normally associated with iron induced cardiac disease.
3-7 (cancelled)
8. (cancelled)
9. (cancelled)

10. (cancelled)

11. (currently amended) A method of preventing iron induced heart disease in heevily—transfused
transfusion dependent patients risking iron overload of the heart, comprising the administration of a
therapeutically effective amount of deferiprone or a physiologically acceptable salt thereof sufficient

to prevent iron induced cardiac disease.

12. (currently amended) A method of stabilizing iron induced heart disease in heavily—transfused
transfusion dependent patients having iron overload, comprising the administration of a
therapeutically effective amount of deferiprone or a physiologically acceptable salt thereof sufficient

to treat iron burden in the heart normally associated with iron induced cardiac disease.
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Appl. No. 10/311,814
Amdt. dated Dec. 6, 2004
Reply to Office Action of Sept. 8, 2004

13. (currently amended) A method of reducing the iron burden in the heart associated with iron

induced heart disease in heavily—transfused transfusion dependent patients having iron overload,

comprising the administration of a therapeutically effective amount of deferiprone or a

physiologically acceptable salt thereof sufficient to reduce the iron burden of the heart normally

associated with iron induced cardiac disease.

14-17 (cancelled)

18. (cancelled)

19-21 (cancelled)

22. (currently amended) A method of treating iron induced heart disease in a heavily—transfused

transfusion dependent patient having an iron overload condition of the heart comprising

administering to the patient a therapeutically effective amount of deferiprone, or a physiologically
acceptable salt thereof in order to reduce the iron stores in the heart in preference to less critical

organs/tissue in the body.

23. (currently amended) A method of preventing iron induced heart disease in heavily—transfused
transfusion dependent patients having an iron overload condition of the heart comprising
administering to the patient a therapeutically effective amount of deferiprone or a physiologically
acceptable salt thereof to chelate the iron stores in the heart in preference to the iron stores in less

critical organs/tissue in the body.

24. (currently amended) A method of reversing iron induced heart disease in heavily—transfused

transfusion dependent patients having an iron overload condition of the heart comprising

administering to the patient a therapeutically effective amount of deferiprone or a physiologically
acceptable salt thereof to reduce the iron stores in the heart in preference to the iron stores in less

critical organs/tissue in the body.

25, (currently amended) A method of treatment, prevention, or reversal of iron induced heart disease
in a heavily—transfused transfusion dependent patient having an iron overload condition of the heart
comprising administering to the patient a therapeutically effective amount of deferiprone or a
physiologically acceptable salt thereof for the direct reduction/removal of intracellular iron stores in

the heart.
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Appl. No. 10/311,814
Amdt. dated Dec. 6, 2004
Reply to Office Action of Sept. 8, 2004

26. (currently amended) A method to prevent/treat/reverse the occurrence of iron-induced cardiac
disease in heavily—transfused transfusion dependent patients with an iron overload condition,
comprising administering to said patient a therapeutically effective amount of deferiprone or a
physiologically acceptable salt thereof, wherein deferiprone’s efficacy is cardio preferential when

compared with its ability to lower total iron stores in the body.

27-29 (cancelled)

30. (currently amended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and or 26 wherein
deferiprone or a physiologically acceptable salt thereof is administered orally for preventing the risk

of iron induced heart disease in patients having iron overload.

31. (currently amended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and or 26 wherein
deferiprone or a physiologically acceptable salt thereof is administered orally for stabilizing the risk

of iron induced heart disease in patients having iron overload.

32. (currently amended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and or 26 wherein
deferiprone or a physiologically acceptable salt thereof is administered orally for reducing the risk of

iron induced heart disease in patients having iron overload.

33. (currently amended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and or 26 wherein
deferiprone or a physiologically acceptable salt thereof is present is in an oral dosage form with

other excipients.

34, (cancelled)

35. (currently amended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and or 26 wherein the
administration frequency to the patient of an amount of deferiprone or a physiologically acceptable
salt thereof is daily and substantially in the range of up to 150mg per kilogram of body weight.

36. (cancelled)

37. (currently amended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and or 26 wherein the

administration frequency to the patient of a dosage amount of deferiprone or a physiologically
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Appl. No. 10/311,814
Amdt. dated Dec. 6, 2004
Reply to Office Action of Sept. 8, 2004

acceptable salt thereof is daily and substantially in the range of up to 125 mg per kilogram of body

weight.
38. (cancelled)

39. (currently amended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and or 26 wherein the
administration frequency to the patient of a dosage amount of deferiprone or a physiologically

acceptable salt thereof is daily and substantially in the range of 25mg to 75mg per kilogram of body
weight.

40. (cancelled)

41. (currently amended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and or 26 wherein
deferiprone is administered in a manner selected from the group of intravenously, transdermally,
rectally, orally, bucally, or aurally.

42. (cancelled)

43, (currently amended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and or 26 wherein

deferiprone is administered orally.
44, (cancelled)

45, (currently amended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and or 26 wherein

deferiprone or a physiologically acceptable salt thereof is in a sustained release formulation.

46. (cancelled)

47. (currently amended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and or 26 wherein
deferiprone has a cardio preferred/selective function when compared to desferrioxamine or other

alternative chelating agents utilized in patients suffering iron overload.

48. (cancelled)
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Appl. No. 10/311,814
Amdt. dated Dec. 6, 2004
Reply to Office Action of Sept. 8, 2004

49. (currently amended) The method of claims 1, 2, 11, 12, 13, 22, 23, 24, 25 and or 26 wherein
deferiprone desferrioxamine is administered in addition to desferriexamine deferiprone.

50. (cancelled)

51. (cancelled)

52. (cancelled)

53. (cancelled)

54. (cancelled)

55. (cancelled)

56. (cancelled)

57. (cancelled)

58. (cancelled)

59. (cancelled)

60. (cancelled)

61. (cancelled)

62. (cancelled)
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Appl. No. 10/311,814
Amdt. dated Dec. 6, 2004
Reply to Office Action of Sept. 8, 2004

REMARKS

Claims 30-33, 35, 37, 39, 41, 43, 45, 47, 49, 55-58 and 60-62 now stand rejected under 37 CFR
1.75(c) as being in improper form because a multiple dependent claim must refer to other claims in

the alternative only.

The method claims have been amended in accordance with Examiner’s suggestion; namely “and” in
the listing of the dependent claims has been changed to —-or--. The composition claims have been

cancelled without prejudice as to filing a continuation application.

Claims 11-13, 22-25, 30-33, 35, 27, 39, 41, 43, 45, 47 and 49 are allegedly rejected under 35 U.S.C.
112, first paragraph because the specification, while being enabling for the treatment, prevention,
stabilization or reversal of iron induced cardiac/heart disease, does not reasonably provide
enablement for the treatment, prevention, stabilization or reversal of cardiac/heart disease in general.
It is stated by the Examiner that the specification does not enable any person skilled in the art to
which it pertains, or with which it is most nearly connected, to practice the invention commensurate
in scope with these claims. These claims have therefore been amended to specify the disease as iron

induced heart disease.

Claims 1, 2, 8-13, 18, 22-26, 30-33, 35, 37, 39, 41, 43, 45, 47, 49, 55-58, and 60-62 now stand
rejected under 35 U.S.C. 112, second paragraph, as being indefinite for allegedly failing to
particularly point out and distinctly claim the subject matter which applicant regards as the invention.
The term “heavily transfused” has been replaced with the term “transfusion dependent” which term is
supported in the disclosure as filed with PCT at page 23, line 25, page 35, line 27, page 38, line 23,
and page 41, line 20 and line 29.

Claims 8, 9, 10, 18, 55-58 and 61 are rejected under U.S.C. 102(b) as being allegedly anticipated by
any one of Olivieri et al., Hoffbrand et al. (Examiner cit. Ref. “U”) or Hoffbrand (Examiner cit. Ref.
“V™), each of record, for the reasons as set out in the previous Office Action. These claims have been

cancelled without prejudice to filing a continuation application.

Claims 8, 9, 10, 18, 55-58 and 60-62 are rejected under 35 U.S.C. 103(a) as being unpatentable of
Olivieri et al., Hoffbrand et al. (Examiner cit. Ref. “U”) or Hoffbrand (Examiner cit. Ref. “V™), as
above in view of Lai (U.S. Patent No. 5,922,761), each of record. Again, these claims have been

cancelled without prejudice and will be pursued in a continuation application.
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Appl. No. 10/311,814
Amdt. dated Dec. 6, 2004
Reply to Office Action of Sept. 8, 2004

Further to discussions with the Examiner on December 1, 2004, it was agreed that if all the Section
112 objections and improper form objections were properly addressed that the method claims would
be allowable. Applicants submit this has been done for the reasons set out above and it is assumed
that this application will now proceed to allowance. The Examiner is thanked for his co-operation in

this regard.

Attached for Examiner’s review is an Information Disclosure Statement. The references cited in the
Information Disclosure Statement are available on the enclosed CD, which is for reference purposes
only. Please be advised that the references were cited in Applicant’s corresponding PCT, European

and Chinese patent application and these documents do not impact on patentability.

If the Examiner has any questions, he is requested to contact Neil H. Hughes at (905) 771-6414.

Neil A.
Registrati 1 6
Agent for the Applicant
NHH/md
Enclosures
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Appl. No. 10/311,814

mdt. dated Dec. 6, 2004
y to Office Action of Sept. 8, 2004

IN THE UNITED STATES PATENT OFFICE

gplication Serial No. 10/311,814 Our Ref.: PC-1834033
[CUSTOMER NO. 23607
Applicant Apotex Inc. Agent: Neil H. Hughes, P.Eng.
c/o Ivor M. Hughes
Barrister & Solicitor
Patent & Trade Mark Agents
Suite 200
175 Commerce Valley Dr. W.
Thornhill, Ontario
Canada L3T 7P6
Title: ANEW USE FOR DEFERIPRONE
Inventors: Michael Spino and Antonio Piga
Examiner: Raymond J. Henley Il
Group Art Urﬁt: 1614 Due Date: December 8, 2004
RESPONSE TO OFFICIAL ACTION
OF SEPTEMBER 8, 2004
December 6, 2004
V1A COURIER

U.S. Patent and Trademark Office

220 20th Street South

Customer Window, Mail Stop Amendment
Crystal Plaza Two, Lobby, Room 1B03

Arlington VA 22202

Dear Sir:

This submission is in response to the outstanding Official Action dated September 8, 2004 and due
for response December 8, 2004. Should any fee be required for this submission or if there is any
deficiency or surplusage of fees required please obtain any such fees or deficiency or credit the

surplusage to Deposit Account 08-3255 and advise Applicants' Agent.

Please enter the following submissions:
01/28/2005 FPATTERS 00000008 082855

4150.00 Ip
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Appl. No. 10/311 814
Amdt. dated Dec. 6, 2004
Reply to Office Action of Sept. 8, 2004

Further to discussions with the Examiner on December 1, 2004, it was agreed that if all the Section
112 objections and improper form objections were properly addressed that the method claims would
be allowable. Applicants submit this has been done for the reasons set out above and it is assumed
that this application will now proceed to allowance. The Examiner is thanked for his co-operation in

this regard.

Attached for Examiner’s review is an Information Disclosure Statement, The references cited in the
Information Disclosure Statement are available on the enclosed CD, which is for reference purposes
only. Please be advised that the references were cited in Applicant’s corresponding PCT, European

and Chinese patent application and these documents do not impact on patentability.

If the Examiner has any questions, he is requested to contact Neil H. Hughes at (905) 771-6414.

NHH/md
Enclosures
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FEB-17-05 16:29  From:IVOR M. HUGHES BARRASOL. 9057716420 T-531 P.01/08 Job-808

IN THE UNITED STATES PATENT OFFICE
ReCEIVED

[CUSTOMER NO. 23607 CENTRAL FAX CENTER
Application Serial No. 10/311,814 Our Ref: PC-1834033
2 JAN 1 7 2005

Filing Date:  April 4, 2003

Applicant:  Apotex inc. Agent: Neil H. Hughes
Suite 200
175 Commerce Valley
Drive West
Thomhill, Ontario
L3T 7P6, Canada

Title: A NEW USE FOR DEFERIPRONE
Inventors: Michael Spino and Antonio Spiga
Examiner:  Raymond J. Henry [0

Group Art Unit: 1614

No. of Pages of Response including this sheet: _&_
DELIVERED TO FACSIMILE NO. (703) 872-9306

U.S. Patent and Trademark Office

220 20™ Street South

Customer Window, Mail Stop Amendment
Crystal Plaza Two, Lobby, Room 1B03
Arlington, Virginia 22202

Dear Sir:

OFFICIAL COMMUNICATION

CERTIFICATION OF FACSIMILE TRANSMISSION

1 hereby certify that this paper is being facsimile transmitted to the United States Patent Office Facsimile No.
(703) 872-9306 on the date shown below, including:

1, Letter Dated Feb 05 with antachments
Signature: ﬁ Q/\ Date: February 17, 2005

l:tan n No. 33, 636
A tfnrApphcant
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FEB-17-05 16:29  From:IVOR M. HUGHES BARR&SOL. 9057716420 T-531 P.02/08 Job-808

£

Barristers & Solicitors
- . Ivor M. Hughes b g

Barrister & Solictvor Mol Ng

Patent & Trade Mark Agents Patent Agents
Qur Ref.: PC-1834033

Neil H. Hughes, P.Eng.
Canada, United States Marcelo K. Sarkis, P.Eng.

Wm. Kiu Sinden

February 17, 2005
VIA FACSIMILE: 703-308-5077

Director of the United States Patent and Trademark Office
Attention: Deposit Accounts

One Crystal Park

2011 Crystal Drive, Suite 307

Arlington, Virginia, 22202

Dear Sir:

Re: Response to Examination Report
Application Serial No. 10/311,814 filed on April 4, 2003
of Michael Spino and Antonio Spiga
for A NEW USE FOR DEFERIPRONE
Group Art Unit: 1614
Examiner: Raymond J. Henley III
Deposit Account No. 08-3255
Customer No. 23607

On December 7, 2004, we filed a response to an Examination Report issued by Examiner
Raymond J. Henley III. In that response, we requested that any additional fees be
deducted from our deposit account, No. 08-3255. We have since been advised that the
amount of $4,150.00 was deducted from our deposit account. We contacted the
Examiner for this application, Raymond J. Henley III, and he does not know why this
amount was removed. As such, our understanding of patent practice, along with that of
the Examiner, is that this amount which was deducted from the deposit account was
done so in error and that we require the full amount along with the $25.00 service
charge be refunded. The necessary filing and claim fees of $4888.00 were properly paid
when the application was filed as demonstrated by the attached cover letter which
accompanied the original national phase entry application. The most recent
amendment did not add any claims to the case and therefore was clearly an error on the
part of the United States Patent Office.

175 Commerce Valley Dr. W., Suite 200, Thomhill, Ontario, Canada L3T 7P6  Phome: 905 771-6414 Fax: 905 771-6420

ornails wmailkiiivembomhar Foem
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FEB:‘I?-DE 16:30  From:IVOR M. HUGHES BARR&SOL. 9057716420 T-531 P.03/08 Job-808

We enclose a copy of our deposit account statement for January 2005, showing the
transaction that occurred in error. If there are any questions please let me know.

Respectfully submitted,

NHH:md
Enclosures

\/ cc: Raymond J. Henley III (via facsimile)
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FEB=17=05 16:30 From:IVOR M. HUGHES BARR&SOL. 9057718420 T-531 P.04/08 Job-808

iy

i1

T iy ' Barvisters & Solicitors
. Ivor M. Hughes el
= Barrister & Solicitor ' Nel 1L f{m Agens

Patent & Trade Mark Agents s, P.Eng.
: Marcelo K. Sarkis, P.E
Bl oo st

Our Ref.: PT-1834033

December 19, 2002

VIA COURIER

The Commissioner of Patents COPY

UNITED STATES PATENT OFFICE
2011 South Clark Place

Crystal Plaza 2, Room 1B03
Arlington, Virginia US.A 22202

Dear Sir:

Re: National Phase Entry in the United States
based on International Application
Number PCT/CA01/00956 fileﬂ on June 28, 2001
of Apotex Inc.

for A NEW USE FOR DEPERIPONE
CUSTOMER NO. 23607
Due Date: 2002

Enclosed herewith please find the following documentation for filing with the
Commissioner:

(a) Request Form PTO-1390 for National Entry into the United States of America;

(b) Informal combined Declaration for Patent Application and Power of Attorney
document of Michael Spino and Antonio Piga;

() Copy of Published Intermational Application Number WOO02/02114 Al
published January 10, 2002, and International Search Report;

(d) Copy of Notification of Transmittal of the International Search Report;

(e) Copy of Notification of Transmittal of the International Preliminary Examination
Report; and

(f)  Preliminary Amendment attaching Exhibits A and B.

The Claims that stand in this U.S. National Phase Patent Application are Claims 1, 2, 8
to 13, 18, 22 to 26, 30 to 33, 35, 37, 39, 41, 43, 45, 47, 49 and 51 to 62.

. 175 Commerce Valley Or. W., Suite 200, Thombhil, Onuario, Canada L3T 7P6 _ Phone: 905 771-6414  Fax: 905 771-6420
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FEB=17-05 16:30 From:IVOR M. HUGHES BARR&SOL. 9057716420 T-531 P.05/08 Job-808

s

Also, enclosed along with this material please find a cheque in the amount of $4,888.00
US dollars made payable to “The Commissioner of Patents”. This sum includes
$924.00 for 11 independent claims over and above the three allowed per application,
$2,664.00 for 148 claims over and above the twenty claims allowed per application,
$280.00 for multiple dependent claims fee, $890.00 for the International preliminary
examination fee (37 CFR 1.482) not paid to USPTO but International Search Report
prepared by the EPO or JPO, and $130.00 for furnishing the oath or declaration later
than 30 months from the earliest claimed priority date (37 CFR 1.492(e)). If there is any
surplus or deficiency, the Commissioner is authorized to credit the surplus or take the
deficit from Applicant’s Agent’s Deposit Account No. 08-3255 and advise Applicants’

Agent.

Also enclosed herewith is a stamped, self-addressed verification card which we request
that you kindly acknowledge and return to this office at the earliest opportunity.

"‘receiving ﬁlj.ng data in this matter

Rmpectmlly submitted,

i

Neil H. Hughes, P.Eng.
Registration No. 33,636
Agent for Applicant

NHHmse
Enclosures
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FEB=17-05 16:30 From:IVOR M. HUGHES BARR&SOL. 9057716420 T-531 P.06/08 Job-808

mmgﬂmlm U4, DEPARTMENT OF COMMERCE PATENT AND TRADEMARK OFFICE ATTORNEY '8 DOCKET NUMBER

' V-3000) .
TRANSMITTAL LETTER TO THE UNITED STATES | Do 1834033

DESIGNATED/ELECTED OFFICE (DO/EQ/US) [ O AFLICATION 0. iiaowm, we 37 G 13
CONCERNING A FILING UNDER 35 U.8.C. 371

[ TNTERNATTONAL APPLICATION NO. | INTERNATIONAL FILING DATE PRIORITY DATE
PCT/GAOl;‘OO‘.)Sﬁ 28 June 2001 (28.06.01) 30 June 2000 (30.,06.00)

TITLE OF INVENTION

‘A NEW USE FOR DEFERTPRONE
APPLICANT(S) FOR DO/EONS

MICHAEL SPINO and ANTONIQ PIGA
Applicant herewith submits to the United States Designated/Elected Office (DO/EQ/US) the following items and other infortnation:

1. This is a FIRST submission of items conceniing  filing under 35 U.S.C. 371.
2.[[] This is a SECOND or SUBSEQUENT submission of items conceming a filing under 35 U.6.C. 371.

3 L This is an e uest to begin national examination procedures (35 U.S.C. 371(f)). The submission must include
items (5), (3,' ) mg 2n ludlwled below.

4.[C] The US hos been alacted (Asticle 31).
5.[X] A copy of the International Application as filed (35 U.S.C. 371(c)(2))
e [X isauached hereto (roquired only if not communicatsd by the Intomational Burcau).
b. [] hasbeen commmmicated by the Intemational Bureeu.
¢. [ isnotrequired, as the application was filed in the United States Receiving Office (RO/US).
6.[] An English language translation of the International Application as filed (35 U.S.C. 371(c)(2))-
a. [ isattached hereto.
b. [ has been previously submiusd undor 35 U.S.C. 134(d)(4).
7.[X] Amendments to the claims of the Intemational Application under PCT Article 19 (35 U.S.C. 371(c)(3))
a. [X] ere attached hereto (required anly if not communicated by the International Bureau). 5 i ¥
b D have been communicated by the Intarnational Bureau. I TR
. [ tave not been made; however, the time limit for making such amendments has NOTexpmd
d. [] have not been made and will not be made.
8.["] Ac English langusge transiation of the amendments 1o the claims under PCT Article 19 (35 U.5.C. 371 (6)(3)).
9.[X] An cath or declaration of the inventor(s) (35 U.S.C. 371(c)4)). (Informal)

10.[] An English language translation of the annexes of the Intemational Proliminary Examination Report under PCT
Artcle 36 (35 U.5.C. 371(c)}(5)).

Items 11 to 20 below concern document(s) or information included:
11.[J AnInformation Disclosure Statemeut under 37 CFR 1.97 and 1.98,

12.[] Anassignment document for recording. A soparato cover sheet in complisnce with 37 CFR 3.28 and 3.31 is included.
13.[X] A preliminary amendment.

14.7] An Application Data Shoet under 37 CFR 1.76.

15.] A substitute specification.

16. D A power of attomey and/or change of address letter.

17.00 A computer-readable form of the sequence listing in accardance with PCT Rule 13er:2 and 37 CFR 1.821 - 1.825.
18.[] Asecond copy of the published international application under 35 U.S.C. 154(d)(4).

19.[] A sccond copy of the English language wanslation of the International application under 35 U.S.C. 154(d)(4).
20.[x Otheritems or information: Acknowledgement Receipt Card

passlof 2
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FEB-17-05 16:31 From:IVOR M. HUGHES BARRESOL. 9057716420 T-531 P.07/08 Job-808

LS. APPLICATION NO. (if fmosm, sea 37 CFR 1 INTERNATIONAL AWPLICATIONNO. i+ s, .t ;- .ejf- ATTORNEY'S DOCKET NUMEER.
' PCT/CAO1 /00956 PC-1834000 -
e S—
21. E The follawing faes are submitted: S CALCULATIONS PTO USE ONLY
BASIC NATIONAL m (37 CFR 1492 () (1)~
Neither intemational preliminary examination fee (37 CFR 1.482)
nor international search fee (37CFR 1.445[??)) aid to USP’TO
and International Search Report not prepare B EPOorJPO,.......... $1040.00
Intemationsal preliminary examination fee (37 CFR 1.482) not paid to
USPTO but mematmnal Search Report prepared by the EPO or JPO ........ $850.00
International preliminary examination fee (37 CFR 1.482) not paid to USPTO
but intemational saarch fee (37 CER 1.445(a)(2)) paid to USPTO ... ........ $740.00
International p: lmmmnmmmahonfneﬁ?CFRl tuUSFI‘O
but all clanns did not satisfy provisions of PCT Aﬂ'icle DR ) §710.00
International preliminary examination fee (37 CFR. 1.482) pﬂd to USPTO
and all claims satisfied provisions of PCT Artiele 33(1)~(4) .. ....ccovvvn vun $100.00
ENTER APPROPRIATE BASIC FEE AMOUNT = $ 840.00
Surcharge of $130.00 for fumishing the oath or declaration later than 30 months
from the esrliest claimed priority date (37 CFR 1.492(e)). $130.00
| _CLAIMS NUMBER FILED NUMBER EXTRA RATE $ .
Total claims 168 -20 = 148 x $18.00 $2,664.00
{independent claims 14 -3 = 11 X __$84.00 $_924.00
[MULTIPLE DEPENDENT CLAIM(S) (if applicable) + $280.00 $ 280.00

TOTAL OF ABOVE CALCULATIONS = |$4,888.00
.| Applicant claims small entity status. See 37 CFR 1.27. The fees indicated above

ere reduced by 172. <13
SUBTOTAL = $4,888.00
Processing fee of $130.00 fo the En, h lation later than 30 months -
mﬁ%&t mmdpnr :5 7 ms o $ - s

WALWR’W = |$4.888.00

Fee for Noordmg the enclosed ass:g:mnent (37CFR 1. 225h)231) X mmt be $
per

accompanied by an appropriate cover shoot (37 CFR 3 property +
TOTAL FEES ENCLOSED - |$.4,888.00 :
Amount to be $
refunded:
churged: 3

a. [R A checkinthe amountof $ _4,888.00 USD g5 cover the above foes is enclosed.

b. 0 Please charge my Deposit AccountNo. _______________ in the amount of §
A duplicate copy of this cheet is encloged.

to cover the abave fees.

o. [X] The Commissioner is hereby authorized to charge any additional foes whish may be vequired, or oredit any
overpayment o Deposit Account No. 08=3255 . A duplicate copy of this sheet is enclosed.

d. D Fees are to be charged to a credit card. WARNING: Information on this form may become public. Credit card
infermation should not be included on this form. Provide credit card information and authorization on PTO-2038.

NOTE: Where an appropriate time limit under 37 CFR 1,495 has not been met, a petition to revive (37 CFR 1.137 (a)
or (b)) must be filed and granted to restore the application to pending status.

SEND ALL CORRESPONDENCE TO:

Neil H. Hughes,/B/Eng.

NAME

33,636
REGISTRATION NUMEBER

FORM PTO- 1190 (REV 11-20m2) pugr 204 2
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FEB-17-05 18:31 From:|VOR M. HUGHES BARR&SOL. 8057716420 T-531 P.08/08 Job-808

- i, - - crmrmay +uEY L VA 4

sy United States
E Patent and

P Trademak Office COPY

USPTO Deposit Account Statement

Hume

fﬂgc Requested Statement Month: January 2005
i Deposit Account Number: 083265
o Name: IVOR M. HUGHES, BARRISTER & SOLICITOR
Attontion: ESTE HUGHES
Address: 175 COMMERCE VALLEY DR WEST
City: , THORNHILL
State:
Zip: L3T7P6
POSTING ATTORNEY
DATE SEQ poC 1o ﬁggm COhE AMT  BAL
01/28 1 10311814 PC-1834033 1202 $4,160.00 $924.09
01/31 77 SERVICE CHARGE 9202 $25.00 $899.09
START SUMOF SUMOF END
BALANCE CHARGES REPLENISH BALANCE
$5,074.09 $4,175.00 $.00 $809.09

Need Help? | Return to USPTO Home Page | Return to Finance Online Shopping
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VIA COURIER

S -

the ot

Barristers & Solicitors

Ivor M. Hughes & MRIIW

Barrister & Solicitor Mark Mg
Patent & Trade Mark Agents Patent Agents
I : Neil H. Hughes, P.Eng.

C y United States Marcelo K. Sarkis, P.Eng.

Wm. Kitt Sinden
Samuel T. Tekie, P.Eng.

Our Ref.: PC-1834033

March 7, 2005

For Pick-Up at Local Federal Express Facility

Attention: Examiner Raymond J. Henley III

The United States Patent and Trademark Office
400 Dulany Street

Alexandria, Virginia

22313, US.A.

Dear Examiner Henley:

Re:  United States Patent Application Serial No. 10/311,814
of Apotex Inc.
for A NEW USE FOR DEFERIPONE
Inventors: Michael Spino and Antonio Piga
Examiner: Raymond ]. Henley III
Group Art Unit 1614
Customer No. 23607

In accordance with the recent telephone conversation with Examiner Henley, enclosed please
find a supplementary CD with the references cited in the previously submitted Information

. Disclosure Statement dated December 6, 2004.

If the Examiner has any questions or comments, he is requested to contact Neil H. Hughes at
(905) 771-6414.

Registration No. 33,636
Agent for Applicant

NHH/md
Enclosure

175 Commerce Valley Dr. W., Suite 200, Thomhill, Ontario, Canada L3T 7P6  Phone: 905 771-6414 Fax: 905 771-6420
website: www.ivormhughes.com  email: mail@ivormhughes.com
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ARTIFACT SHEET

Enter artifact number below. Artifact number is application number +
artifact type code (see list-below) + sequential letter (A, B, C ...). The first
artifact folder for an artifact type receives the letter A, the second B, etc..

Examples: 591234

56PA, 59123456PB, 59123456ZA, 59123456ZB

B TN A T

Indicate quantity of a 'single type of artifact received but not scanned. Create

individual artifact folder/box and artifact number for each Artifact Type.

U

CD(s) containing:

computer program listing
Doc Code: Computer
pages of specification

and/or sequence listing

and/or table
Doc Code: Artifact Artifac

T

content unspecified or combined

/

Doc Code: Artifact

Artifact Type Code: P

e Code: S

Artifact Type Code: U

Stapled Set(s) Color Documents or B/W Photographs

Doc Code: Artifact  Artifact Type Code: C

Microfilm(s)

Doc Code: Artifact  Artifact Type Code: F

Video tape(s)

Doc Code: Artifact  Artifact Type Code: V

Model(s)
Doc Code: Artifact  Artifact Type Code: M

Bound Document(s)

Doc Code: Artifact  Artifact Type Code: B

Confidential Information Disclosure Statement or Other Documents
marked Proprietary, Trade Secrets, Subject to Protective Order,
Material Submitted under MPEP 724.02, etc.

Doc Code: Artifact  Artifact Type Code X

Other, description:

Doc Code: Artifact  Artifact Type Code: Z

March 8, 2004
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Please forward to Group Art Unit_/ {/ 54

Amended Compact Discs

EXAMINER NOTE: THIS PAPER IS AN INTERNAL WORKSHEET ONLY. DO NOT ENCLOSE
WITH ANY COMMUNICATION TO THE APPLICANT. ITS PURPOSE IS ONLY THAT OF AN
AID IN HIGHLIGHTING A PARTICULAR PROBLEM IN A COMPACT DISC.

THE ATTACHED CD (COPY 1) HAS BEEN REVIEWED BY OIPE FOR
COMPLIANCE WITH 37 CFR 1.52(E). Please match this CD with
the application listed below. |

Date: B / 7/ / F00s
Serial No./ControlNo. /O /3 )/ #7/Y
Reviewed By: K. Shr7¥ Phone: 30§ 92/0 ext-./( P

D The compact discs are readable and acceptable.
D Copy 1 and Copy 2 of the compact discs are not the same.

[ ] The compact discs are unreadable.

E/The files on the compact discs are not in ASCII.

[ ] The compact discs contain at least one virus.

Wr

ONE CD Supriren - N>T_PRoPER
SURSSECT UATER

Taro Pharmaceuticals, Ltd.
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 MAR=17-05 13:15  From:IVOR M. HUGHES BARR&SOL. _ 8057716420 T-583 P.0) Job-866
IVOR M. HUGHES
BARRISTER & SOLICITOR RECEIVED
175 COMMERCE VALLEY DRIVE WEST CENTRAL FAX CENTER
SUITE 200
THORNHILL, ONTARIO MAR 17 2005
CANADA :
L3T 7P6
Facsimile (905) 771-6420
FACSIMILE COVER SHEET
DATE: March 17, 2005
TO: Examiner Raymond J. Henley III
COMPANY: United States Patent and Trademark Office
FAX NO: 1-703-872-9306
FROM: Neil H. Hughes
OUR REF: PC-1834033
YOUR REF:

NUMBER OF PAGES INCLUDING COVER PAGE:

MESSAGE:

Please see the attached letter and attachments.

—n

Please notify the undersigned if you did not receive all pages as indicated:
Telephone: (905) 771-6414 Ask for: Merag Dowell

*The following material is intended for use only by the individual or entity to which
it is specifically addressed above and should not be read by, or delivered to, any
other person. Such material may contain privileged or confidential information, the
disclosure or othar use of which by other than the intended recipient may result in
the breach of certain laws or the infringement of rights of third parties. If you have
received this facsimile in error, pleasc notify us immediately by calling our offices
(collect if necessary) at (905) 771-6414, so that we can make appropriate arrangements
for the return of this facsimile and any confirmation copy which you may receive by
mail, at our expense. We thank you in advance for your cooperation and assistance.

-
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MhR- ?-05 13:15  From:IVOR M. HUGKES BARR&SOL. 9057716420 T-583 P.02/08 Job-868
oz 1VUL VL, F PNeS ) luor M. Hughes

2 Rick Tug
Barvister & Soliclsor Mark Ng
Patent & Trade Mark Agents ' Patent Agents
Neil H. H
.. G D N Lo
CEIVED m. Kite Sinden
CENTRAL FAX CENTER RN L g,
Our Ref.: PC-1834033 MAR 1-7 2005
March 17, 2005
VIA FACSIMILE 703-308-5077
Mail Stop 16
Director of the United States Patent and Trademark Office
P.O. Box 1450
Arhngl:rm, Vir@niﬂ, 22313-1450
Dear Sir:

. Re:  Response to Examination Report

Application Serial No. 10/311,814 filed on April 4, 2003
. of Michael Spino and Antonio Spiga
for A NEW USE FOR DEFERIPRONE
Group Art Unit: 1614
Examiner: Raymond J, Henley ITf
Deposit Account No. 08-3255
, _.Customer No. 23607

On December 7, 2004, we filed a response to an Examination Report issued by Examiner
Raymond J. Henley III. In that response, we requested that any additional fees be
deducted from our deposit account, No. 08-3255. We have since been advised that the
amount of $4,150.00 was deducted from our deposit account. We contacted the
Bxaminer for this application, Raymond J. Henley 1II, and he does not know why this
amount was removed. As such, our understanding of patent practice, along with that of
the Examiner, is that this amount which was deducted from the deposit account was
done 80 in error and that we require the full amount along with the $25.00 service
charge be refunded. The necessary filing and claim fees of $4888.00 were properly paid
when the application was filed as demonstrated by the attached cover letter which
accompanied the original national phase entry application. The most recent

amendment did not add any claims to the case and therefore was clearly an error on the
part of the United States Patent Office.

175 Commerce Valley Dr. W., Suite 200, Tho-mhdLOmario Canada L3T 7P6  Phome: 905 771-6114  Fax: 905 771-6420
website; www.ivormhughes.com  email: mail@ivormhughes.com
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PLE T

~ WMAR=17-05 13:16  From:|VOR M. HUGHES BARR&SOL. 9057716420 T-583 P.03/08 Job-866
4 A . .

We enclose a copy of our deposit account statement for January 2005, showing the
transaction that occurred in error. If there are any questions please let me know.

Registratioh No. 33,636

NHH:md
Enclosures

cc: Raymond J. Henley I (via facsimile)
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MAR-17-05 13:18  From:|VOR M. HUGHES BARR&SOL. 9057716420 T-583 P.04/08 Job-BE6

1VOr ML, F ghes : ) T lior M, Hugies

- T
: . Barrister & Solicitor : :
; B 8 Tk S , _ NeﬂHHudw PEug
g Agents Marcelo K, Sarkis, P.
.. Conadas Uniech Sres Wi, Kt S

Our Ref: PT-1834033 ' -
December 19, 2002 | COP i
VIA COURIER |

The Commissioner of Patents

UNITED STATES PATENT OFFICE

2011 South Clark Place

Crystal Plaza 2, Room 1B03
Arlington, Virginia US.A. 22202

Dear Sir:

Re: National Phase Entry in the United States .
based on International Application o
NumberPCI‘/CAOl/OOQSE ﬁled on]’uneZB 2001 T
of Apotex Inc. ‘
for ANEW USE FOR DEFBRIPON'H
CUSTOMER NO., 23607

Due Date: December 30, 2002

Bnclosed herewith please find the following documentation for filing with the
Commissioner: _

(@ Request Form PTO-1390 for National Entry into the United States of America;

(b) Informal combined Declaration for Patent Application and Power of Attorney
document of Michael Spino and Antonio Piga;

(0 Copy of Published International Application Number WOO02/02114 Al
published January 10, 2002, and International Search Report;

(d) Copy of Notification of Transmittal of the International Search Report;

() Copy of Notification of Transmittal of the International Preliminary Examination
Report; and

(f)  Preliminary Amendment attaching Exhibits A and B.

The Claims that stand in this U.S. National Phase Patent Application are Claims 1, 2, 8
to 13, 18, 22 to 26, 30 to 33, 35, 37, 39, 41, 43, 45, 47, 49 and 51 to 62.

175 Commerce Valley Dr. W., Suite 200, Thombhill, Ontcrio, Canada [3T 7P6  Phone: 905 771-6414  Fax: 905 771-6420
) website: www.ivormhughes.com  email: mail@ivermhughes.com
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_ MAR-17-05 13:17  From:IVOR M. HUGHES BARRESOL. 9057716420 T-584 P.O1  Job-867

IVOR M. HUGHES

BARRISTER & SOLICITOR RECEIVED
175 COMMERCE VALLEY DRIVE WEST CENTRAL FAX CENTER
SUITE 200 .
THORNHILL, ONTARIO MAR 17 2005
CANADA
L3T 7P6
Facsimile (905) 771-6420

FACSIMILE COVER SHEET
DATE: March 17, 2005
TO: Examiner Raymond J. Henley III
COMPANY: United States Patent and Trademark Office
FAXNO: 1-703-872-9306
FROM: Neil H. Hughes

- OUR REF: PC-1834033

YOUR REF: _
NUMBER OF PAGES INCLUDING COVER PAGE: 8
MESSAGE:

Please see the attached letter and attachments.

Please notify the undersigned if you did not receive all pages as indicated:
Telephone: (905) 771-6414 Ask for: Morag Dowell

*The following material is intended for use only by the individual or entity to which
it is specifically addressed above and should not be read by, or delivered to, any
other person. Such material may contain privileged or confidential information, the
disclosure or other usa of which by other than the intended recipient may result in
the breach of certain laws or the infringement of rights of third parties. If you have
received this facsimile in error, please notify us immediately by calling our offices
(collect if necessary) at (905) 771-6414, so that we can make appropriate arrangements
for the return of this facsimile and any confirmation copy which you may receive by
mail, at our expense. We thank you in advance for your cooperation and assistance.
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WAR=17-05 13:17  From:|VOR M. HUGHES BARR&SOL. 9057716420 T-584 P.02 Job=86T7

, e ‘ : . 5 luor M. Hi
- Y vue L L S = T ki g
Patent & Trade Mark Agents Patent Agents
Neil H. 1253
| W L
RECEIVED. Wm. Kizt Sinden
CENTRAL FAX CENTER Samse! T. Tekde, P.Eng.
March 17, 2005
VIA FACSIMILE 703-308-5077
Mail Stop 16
Director of the United States Patent and Trademark Office
P.O. Box 1450

Aslington, Virginia, 22313-1450
Dear Sir:

_ Re: Response to Examination Report

Application Serial No. 10/311,814 filed on April 4, 2003
. of Michael Spino and Antonio Spiga
for A NBW USE FOR DEFERIPRONE
Group Art Unit: 1614
Bxaminer: Raymond J. Henley IIT
Deposit Account No, 08-3255
: _.Customer No. 23607

On December 7, 2004, we filed a response to an Examination Report issued by Examiner
Raymond J. Henley III. In that response, we requested that any additional fees be
deducted from our deposit account, No. 08-3255. We have since been advised that the
amount of $4,150.00 was deducted from our deposit account. We contacted the
Examiner for this application, Raymond J. Henley III, and he does not know why this
amount was removed. As such, our understanding of patent practice, along with that of
the Examiner, is that this amount which was deducted from the deposit account was
done s0 in error and that we require the full amount along with the $25.00 service
charge be refunded. The necessary filing and claim fees of $4888.00 were properly paid
when the application was filed as demonstrated by the attached cover letter which
accompanied the original national phase entry application. The most recent

amendment did not add any claims to the case and therefore was clearly an error on the
part of the United States Patent Office.

175 Commerce Valley Dr. W., Suite 200, Thomhil, Ontario, Canada L3T 7P6  Phone: 905 771-6414 Rax: 905 771-6420
website: www.ivormhughes.com ~ email: mail@ivormhughes.com
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; )
WP
by . r .- 2

We enclose a copy of our deposit account statement for January 2005, showing the
transaction that occurred in error. If there are any questions please let me know.

e

Registratiofl No. 33,636

NHH:md
Enclosures

cc: Raymond J. Henley III (via facsimile)
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MAR=17-05 13 18 From:IVOR M. HUGHES BARR&SOL. 9057716420 T-584 P.04/08 Job-867

. s l H M- ,

- VOr ML ¥ ghes ) T
" y . | NelH. H BE

. . i sl e o Mareelo K. S, PBn,

Wm. Kize Sinden

Our Ref.: PT-1834033

e COPY

VIA COURIER

The Commissioner of Patents
UNITED STATES PATENT OFFICE
2011 South Clark Place '
Crystal Plaza 2, Room 1B03
Arlington, Virginia US.A. 22202

Dear Sir:

Re: National Phase Entry in the United States
basged on International Application oo
Number PCI‘/CADI/OOQS&‘H]ad oenjune 28,2001 L
of Apotex Inc. S '
for ANEW USE FOR D'EFERIPONE
CUSTOMER NO, 23607

Due Date: December 30, 2002

Bnclosed hetewith please find the following documentation for filing with the
Commissioner:

(a) Request Form PT0O-1390 for National Entry into the United States of America;

(b) Informal combined Declaration for Patent Application and Power of Attorney
document of Michael Spino and Antonio Piga;

() Copy of Published Internationa!l Application Number WOU02/02114 Al
published January 10, 2002, and International Search Report:

(d) Copy of Notification of Transmittal of the International Search Report;

(e) Copy of Notification of Transmittal of the International Prel.lmmary Examination
Report; and

§3] Preliminary Amendment attaching Exhibits A and B.

The Claims that stand in this US. National Phase Patent Application are Claims 1, 2, 8
to 13, 18, 22 to 26, 30 to 33, 35, 37, 39, 41, 43, 45, 47, 49 and 51 to 62.

175 Commerce Valley Dr. W., Suite 200, Thomhill, Ontario, Canada L3T 7P6  Phone: 905 7716414  Fax: 905 771-6420
_ website: www.ivormhughes.com  email: madl@ivormhughes.com
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y )

Also, enclosed along with this material please find a cheque in the amount of $4,888.00
US dollars made payable to “The Commissioner of Patents”. This sum includes
$924.00 for 11 independent claims over and above the three allowed per application,
$2,664.00 for 148 claims over and above the twenty claims allowed per application,
$280.00 for multiple dependent claims fee, $890.00 for the International preliminary
. examination fee (37 CFR 1.482) not paid to USPTO but International Search Report
prepared by the BPO or JPO, and $130.00 for furnishing the oath or declaration later
than 30 months from the earliest claimed priority date (37 CFR 1.492(e)). If there is any
surplus or deficiency, the Commissioner is authorized to credit the surplus or take the

deficit from Applicant’s Agent’s Deposit Account No. 08-3255 and advise Applicants’
Agent.

Page2

Also enclosed herewith is a stamped, self-addressed verification card which we request:
that you kindly acknowledge and return to this office at the earliest opportunity.

-We;thank the Commissioner for his cooperation in th;q LEcegan.‘l and look fomard td.v 4
jre:ceimgﬁhngdatamﬂusmtter i .

ir!

Rﬂspectftﬂly suhmltted

/

Neil H. Hughes, P.Eng.
Registration No. 33,636
Agent for Applicant

NHHianse
Enclasures
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- .06/08 Job=-86T
M\Rl;‘nlv?-'?zm}}:i 19 From: WUIITE_WHEFHES_%:\E?EI:M.W' e 905?7]31422”‘“ ' T-584 P.0B
| TRANSMITTAL LET1 .« TO THE UNITED STATES | v -034033 _
DESIGNATED/ELECTED OFFICE (DO/EO/US) |05 RrIecktionwo- s w37 G 13
CONCERNING A FILING UNDER 35 US.C.371 | :

CINTERNATIONAL APPLICATION NO. | INTERNATIONAL FIINGDATE | PRIORITY DATE CLAIMED
PCT/CA01/00956 “ " | 28 June 2001 (26.06.01) |30 June 2000 (30,06.00)
m

A NEW USE FOR DEFERIFPRONE
APPLICANT(S) FOR DO/EO/US

MICHARL SPINO and ANTONTR PIGA
Applicant herewith submits to th?United Siates Deaignated/Elected Office Thice (DO/EQIUS) lhe_follcmng Ttema and other Em

L E] This is a FIRST submission of items conceniing 2 filing under 35 U.S.C. 371,
2.[7] "This 13 8 SECOND or SUBSEQUENT submission of items conceming 8 filing under 35 U§.C, 371.

3, to begin national examinstion procedures (35 U.S.C. 371(f)). The submission must inolude
& E{':Ss(s, 5, ﬁ"&umﬁ% ol el
4.[7] TheUS has been elected (Asticle31). ..
5.1X] A copy of the International. Application as filed (35 U.S.C. 371{o)(2))
8. is attached hereto (raquired only if not conumuniceted by the Intemational Buroan).
b, [C] hasbeea communicated by the Intemationz] Bureau. _
e. [ isnotrquired, 2s the application was filed in the United States Recoiving Office (RO/US).
6.[] An Buglish language translation of the International Application s filed (35 US.C. 371(e}2))-
a. [ isattached hersto,
b [] hes been previously tub:muedumhr 35 US.C. 154(d)(d).
7 - Ameadments to the claims of the International Application under PCT Article 19 (35 US.C. 371(cX3)) *
B B | mamhedhmto(mquwdonlyifmtmmmtedbyﬂmlnt&mmmwm@ i
b U hwebe-comm\mlnawdby&wlnmmﬂmale ! ' ‘ r.,: f;:;;-:-'.-r-1|:?l||1
‘e ]:] hawnotbemmde.howww,thuﬂmcumthrmnhngmhmémmhuNOTemmd T '
d. [} havenofbeen made and will not be made.
8.[] An Bunglish language translation of the amendmants to the claims under PCT Article 19 (35 U.S.C. 371 (¢)(3)).
9. (] An oath or declaration of the inventor(s) (35 US.C. 371(c)4). (Itiformal)

10.[] An Buglish language translation of the aanexes of the l:nemauonal Preliminary Bxamination Report under PCT
Article 36 (35 U.8.C. 371()(5))-

Items 11 to 20 below concern document(s) or information hacluded:
11.J  AxInformation Disclosurs Statement under 37 CFR 1.97 snd 1.98.

12. Au assigament document for recording. Amwuumushﬁhwmﬁmﬂﬂi31cm3lsm3.ﬂlisinm¢
13.[E] A prefiminary smendment. ) '

14.[] An Application Data Sheet under 37 CFR 1.76.
15.[0 A substitute specification.

16.[C] A power of attornsy and/or change of address letter.

17.10 A computenr-readable form of the sequence listing in sccordance with PCT Ruls 131e7.2 and 37 CPR 1.821 - 1.825.
18.[7] A second copy of the published imemational application under 35 U.S.C. 154(d)(4).

19.7] Asecond ;:npy of the Epglish Iaa;guese translation &tbc lmr;mﬁoml application under 35 U.8.C. 154(d}4).
20.[3] Ofher items or information: Ack_jmwled gement Receipt Card . -

pgabal 2
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MAR=17=05 13:13  From:IVOR M. HUGHES BARR&SOL. 9057716420 T-584 POT/UB Job-86T

'y w BCT/CA01/0093€ " FG-1634000. "
2.9 mfouwmgfmm submitted: LA "| CALCTLATIONS 10 USk ONLY
BASIC NATIONAL FEE av*crnl.m (-) (1) - 5)):
Neither mbruhoml on fee (37 CFR 1.482)

foo (37 CFR 1.445(8 Emid to USPTO

an5 Intemaﬂoml Search Regm not prepmégg‘ ) EPO or JPO,
onal preliminary examination fee (37 CFR 1 482) not paid to

USP‘!‘D but International Search Report prepared by the EPO ot JFO ........ $850.00

Intemnational preliminary examination fee (37 CFR 1.482) not paid to USPTO
but internntional ssarch fes (37 CER 1 445(a)(2}) paid to USPTO

........... £740.00
Internatio examinati
g et A e s L 3 e s bl $710.00
International preliminary examination fee (37 CFR 1.482) paid to USPTO
end all peses sstisfied provisions of FCT Asticlo 33(1)-(3) « v eeveveearnn e $100.00
ENTER APPROPRIATE BASIC FEE AMOUNT = .$840.00
Surcharge of $130.00 for fumishing the declaration Inter than 30 months :
Rom the ourlice: ciscead priariy date 37 CER A0S ~ |5 130.00 )
CLAIMS NUMBER FILED | NUMBER EXTRA RATE $ )
. | Total claims 168 -20 — - 148 - x S$18.00 $2,664.00
Independent claims 14 -3 = 11 x_ $84.00 $ 924,00
MULTIPLB DEPENDENT CLAIM(S) (if applicable) +  $280.00 $ 280.00
TOTAL OF ABOVE CALCULATIONS = |$.4,888.00
0 Applicant claims small entity status. See 37 CFR 1.27. The fees indicatod above $
are reduced by 172, . +
: SUBTOTAL = |$4,888.00_.
i Iation later than 30 ; N IR
gmﬂu“ eﬂﬁé’.ﬁ”“’“"mmm 4520 mostha $ R R
{" T T OTAL NATIONAL FEE = | 4,888.00 O A e
F be ; ' e
nmmpmied“ o mmrdgl;gg ‘mmmm“é’.ﬂ“m&‘:&gﬁ 32%91:? sgzuo 0 per praperty e i 7
TOTAL FEES ENCLOSED = 3’-5,8&8509
Amount to be g
chorged: |3
e [ Acheckintheamountof §_4,888:00 UsDtooovcr&aubwofheslseucIosad
b, 0 l‘lummaumyﬂeposltAmmmNo lnmamountofs to cover tho above fees.
A duplicate copy of thia sheet is enclosad. .
c 'IheCammmdnwlshmdsymﬁmrlmd anyadd;ﬂmalrauwbiohmaybormimd.ormdnm

overpayment to Deposit Account No, Ammmcapyofﬁhlhmlsmhmd.
d. [[] Fees sreto bs charged to a credit card. W:\BNING' mfmonm;sﬁ:mmaybwmpnbho. Credit card
informatien ghould not be included on this form. Provide credit card informetion end suthorization on PTO-2038,

NOTE: Where an approprlate time limit under 37 CFR 1,495 has not been met, a petition to revive (37 CFR 1.137 (a)
or (b)) must be filed and granted to restore the appiication to pending status.

SEND ALL CORRESPONDENCE TO: ﬂ ﬂ m '
Neil H RUE‘-‘IQB.‘;.EBR.

NAME

33,636
REGISTRATION NUMBER

PORM PTO-1390 (REV 1]1-2007) page 3 of 2
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MAR=17-05 13:20 .From:IVOR M. HUGHES BARR&SOL. 9057716420 . T-584 P.08/08 Job-867

‘ Fma, United States
¥ . W Patent and
ey Trademark Office C OPY
Mndieian P . - I g
s Deposit Account Statement
: Requested Statoment Manth: January 2005
Deposit Account Number: 083255
Name: IVOR M. HUGHES, BARRISTER & SOLICITOR
Attention: ESTE HUGHES
Address: 175 COMMERCE VALLEY DR WEST
City: THORNHILL
State: '
Zip: L3T 7P8
ATTORNEY
POSTING FEE
DATE SEQ per ot gggner CODE AMT BAL
01/28 1 10311814 PC-1834033 1202 $4,150.00 $924.09
01/31 77 SERVICE CHARGE 9202 $25.00  $890.09
START SUMOF SUMOF END
BALANCE CHARGES REPLENISH BALANCE
$5,074.00 $4,176.00  §.00 - $899.09

Need Help? | Return to USPTO Home Page | Return to Finance Online Shopping

https://ramps.uspto.gov/eram/Controller;jsessionid=ramps.uspto.gov-25d2d:4208fbe7:70... 02/08/2005
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This Page is Inserted by IFW Indexing and Scanning
Operations and is not part of the Official Record

BEST AVAILABLE IMAGES

Defective images within this document are accurate representations of the original
documents submitted by the applicant.

Defects in the images include but are not limited to the items checked:

(J BLACK BORDERS

O IMAGE CUT OFF AT TOP, BOTTOM OR SIDES
(] FADED TEXT OR DRAWING

(J BLURRED OR ILLEGIBLE TEXT OR DRAWING

(] SKEWED/SLANTED IMAGES

(J COLOR'OR BLACK AND WHITE PHOTOGRAPHS

Y SCALE DOCUMENTS

LINES OR MARKS ON ORIGINAL DOCUMENT

Q REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY

(] OTHER:

IMAGES ARE BEST AVAILABLE COPY.

As rescanning these documents will not correct the image
problems checked, please do not report these problems to
the IFW Image Problem Mailbox.
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UNITED STATES PATENT AND TRADEMARK OFFICE

UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTS

P.O. Box 1450

Alexandria, Virginia 22313-1450

WWWw.USPLO. ROV

! APPLICATION NO. I FIRST NAMED INVENTOR

FILING DATE I

| ATTORNEY DOCKET NO.LCONF!RMAT!ON NO. _]

10/311,814 04/04/2003 Michael Spino

23607 7590 03/29/2005

IVOR M. HUGHES, BARRISTER & SOLICITOR,
PATENT & TRADEMARK AGENTS

175 COMMERCE VALLEY DRIVE WEST

SUITE 200

THORNHILL, ON L3T 7P6

CANADA

PC-1834033 2281
l EXAMINER J
HENLEY 111, RAYMOND J
[ ART UNIT [ PAPER NUMBER _]
614

DATE MAILED: 03/29/2005

Please find below and/or attached an Office communication concerning this application or proceeding.

PTO-90C (Rev. 10:03)
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Application No. Applicant(s)

10/311,814 SPINO ET AL.
Office Action Summary Examiner ATt Unit

Raymond J. Henley il 1614

-- The MAILING DATE of this communication appears on the cover sheet with the correspondence address --
Period for Reply

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM
THE MAILING DATE OF THIS COMMUNICATION.

Extensions of time may be available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed

after SIX (6) MONTHS from the mailing date of this communication.
- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely.
- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication.
- Failure to reply within the set or extended period for reply will, by statule, cause the application to become ABANDONED (35U.S.C. § 133).

Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any

eamed patent term adjustment. See 37 CFR 1.704(b).

Status

)X Responsive to communication(s) filed on 08 December 2004.
2a)[] This action is FINAL. 2b)X This action is non-final.
3)[] Since this application is in condition for allowance except for formal matters, prosecution as to the merits is
closed in accordance with the practice under Ex parte Quayle, 1935 C.D. 11, 453 0.G. 213.

Disposition of Claims

4)X Claim(s) 1.2,11-13,22-26,30-33,35,37,39,41,43,45,47 and 49 is/are pending in the application.
4a) Of the above claim(s) is/are withdrawn from consideration.

5) Claim(s) 12 and 13 is/are allowed.

6)XJ Claim(s) 1,2,11,22-26,30-33,35,37,39,41,43,45,47 and 49 is/are rejected.

7)X Claim(s) 1 is/are objected to.

8)[] Claim(s) ___ are subject to restriction and/or election requirement.

Application Papers

9)L] The specification is objected to by the Examiner.
10)[] The drawing(s) filed on is/are: a)[] accepted or b)[] objected to by the Examiner.
Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a).

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d).
11)[]] The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152.

Priority under 35 U.S.C. § 119

12)[C] Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f).
a)lJ Al b)(J Some * ¢)[] None of:
1. Certified copies of the priority documents have been received.
2] Certified copies of the priority documents have been received in Application No. __
3. Copies of the certified copies of the priority documents have been received in this National Stage
application from the International Bureau (PCT Rule 17.2(a)).
* See the attached detailed Office action for a list of the certified copies not received.

Attachment(s)
1) [J Notice of References Cited (PTO-892) 4) [ Interview Summary (PTO-413)
2) ] Notice of Draftsperson's Patent Drawing Review (PTO-848) Paper No(s)/Mail Date. _____
3) X Information Disclosure Statement(s) (PTO-1449 or PTO/SB/08) 5) ] Notice of Informal Patent Application (PTO-152)
Paper No(s)Mail Date 12/8/2004. 6) ] other:
.S, Patent and Trademark Office
PTOL-326 (Rev. 1-04) Office Action Summary Part of Paper No./Mail Date 03222005

i
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